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Sirviendo  a ios  Socios  de  ia  Cruz  Azui 


• 3,018  médicos  • 665  iaboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitaies  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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Columna  del  Editor 


Í on  el  1984  comienza  el  volumen  76  del  Boletín  de  la 

Asociación  Médica  de  Puerto  Rico  y el  tercer  año  de 
labores  de  esta  Junta  Editora.  Ya  con  este  primer  número 
' surgen  algunos  cambios,  por  un  lado  hay  varios  miembros 
i de  la  Junta  que  por  lo  cargado  de  su  calendario  de  trabajo  no 
I podrán  seguir  colaborando  y por  otra  parte  que  estaremos 
utilizando  una  nueva  impresora.  Confiamos  que  la  calidad 
gráfica  de  la  revísta  se  mejore  sin  tener  que  incurrir  en  gastos 
adicionales. 

En  este  número  además  de  los  estudios  originales  de 
calidad,  presentaciones  de  casos  y artículos  especiales,  la 
Junta  Editora  ha  querido  hacer  énfasis  en  el  status  de  los 
transplantes  de  órganos  en  el  país.  Para  ello  ha  solicitado  del 
- Dr.  Eduardo  Santiago  Delpín,  Director  de  la  Unidad  de 
Transplante  del  Hospital  de  Veteranos  y del  Hospital 
Auxilio  Mutuo  de  San  Juan,  unos  comentarios  editoriales 
que  sin  duda  serán  de  gran  provecho  académico  para 
■ nuestros  lectores.  Es  el  Dr.  Santiago  Delpín  uno  de  los 
investigadores  más  destacados  del  país  con  vasta  experien- 
i cia  en  la  cirugía  experimental  y autoridad  reconocida  en  la 
1 técnica  de  transplante  de  riñón. 

4 También  aparece  en  este  número  la  tercera  parte  de  las 
, “Pruebas  de  Función  Pulmonar”  preparadas  por  el  Dr.  Iván 
' León,  conocido  Pneumólogo  de  San  Juan.  El  manuscrito 
I está  excelentemente  ilustrado  y fue  objeto  de  elogios  por 
“j  parte  de  los  árbitros  encargados  de  la  evaluación  del  mismo 
■i  antes  de  su  publicación. 

Queremos  también  que  conozcan  a nuestro  nuevo  Presi- 
dente, el  Dr.  Freddie  Román  Avilés,  a través  de  la  nota 
biográfica  que  aparece  en  la  pág.  3 1 y que  puedan  leer  el  dis- 
curso de  toma  de  posesión  de  su  cargo  donde  el  Dr.  Román 
da  a conocer  sus  objetivos  y plan  de  trabajo  para  el  1984. 
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NUESTRA  PORTADA: 

Parranda  en  Noche  de  Reyes.  Cartel  por  el  artista  puertorriqueño 
Antonio  ( Tony)  Maldonado.  Este  eartel  originalmente  anunciaba  los 
programas  navideños  que  se  iban  a llevar  a cabo  en  las  diferentes 
comunidades  de  la  Isla  auspiciados  por  la  División  de  Educación  a la 
Comunidad  del  Departamento  de  Instrucción  Pública. 

Tony  nació  en  el  sector  de  Palo  Alto  del  barrio  Coto  Sur  de  Manatí  en  el 
año  1920.  De  muy  niño  su  alicción  por  el  dibujo  era  grande,  copiaba  todo  lo 
que  caia  en  sus  manos,  lotos  de  periódicos,  ilustraciones  de  libros,  estampas 
religiosas,  etc.  Mientras  cursaba  el  sexto  grado  en  la  Escuela  José  Severo 
Quiñones  su  maestra  de  español,  doña  Magda  López  de  Victoria,  vista  su 
alicción  por  el  dibujo,  lo  incluyó  en  las  clases  de  dibujo  que  daba  en  su  casa 
luego  de  las  horas  escolares.  Al  terminar  el  curso  de  arte  fue  galardonado 
con  el  primer  premio  de  la  clase,  consistente  en  una  caja  de  pinturas  de  agua 
con  las  que  se  inició  en  la  brega  del  color. 

En  1936  ingresa  al  taller  del  maestro  Juan  A.  Rosado  en  Puerta  de  Tierra, 
donde  estudia  dibujo  por  algún  tiempo.  Por  varios  años  permanecerá  aquí 
pintando  rótulos,  mientras  hace  sus  estudios  de  Escuela  Superior  en  la 
Escuela  Nocturna  Labra.  Sigue  las  prácticas  del  dibujo  con  el  maestro 
Sánchez  Felipe,  de  pintura  con  Gretchen  Wood  y en  la  Universidad  de 
Puerto  Rico  asiste  como  oyente  a las  clases  de  dibujo  y pintura  de  don 
Cristóbal  Ruiz.  Marcha  en  el  1947  a Méjico  para  ingresar  en  la  Escuela 
Nacional  de  Artes  Plásticas  donde  permanece  por  tres  años. 

De  nuevo  en  Puerto  Rico  trabaja  por  algunos  años  en  el  taller  del 
maestro  Rosado.  En  Manatí  labora  por  algún  tiempo  como  escultor  en  la 
fábrica  de  figuras  para  Nacimientos  Miller.  En  los  inicios  de  la  televisión  en 
Puerto  Rico  laboró  como  escenógrafo  en  Telemundo.  En  1957  trabaja  en  el 
taller  de  artes  gráficas  de  la  División  de  Educación  de  la  Comunidad,  donde 
aún  permanece. 

Desde  sus  inicios  como  pintor  su  predilección  por  la  acuarela  es 
manifiesta.  Tal  vez  por  las  propiedades  de  este  medio  para  fijar  la  atmósfera 
cambiante  del  paisaje  de  nuestra  tierra.  También  ha  hecho  trabajos  al 
temple  y al  óleo,  varios  retratos,  algunos  murales,  grabados,  etc.  En  la 
División  ha  realizado  numerosas  ilustraciones  para  libros,  e infinidad  de 
carteles  para  películas  y actividades  del  programa,  asi  como  para  otras 
agencias  y entidades  interesadas.  También  ha  realizado  escenografías  para 
el  teatro  Tapia  y otros  teatros  del  país. 

Su  primera  exposición  fue  precisamente  de  acuarelas  en  el  1941  en  el 
Ateneo  Puertorriqueño  y desde  entonces  su  obra  ha  figurado  en  numerosas 
exposiciones  colectivas  en  nuestro  país  y el  exterior. 

La  reproducción  de  la  obra  en  nuestra  portada  ha  sido  posible  gracias  a la 
cooperación  del  autor  con  nuestra  Asociación.  Le  damos  las  gracias  a Tony 
Maldonado  por  su  gentileza  y al  Sr.  Waldemar  Pérez  Quintana,  Director  de 
la  División  de  Educación  a la  Comunidad  del  Departamento  de  Instrucción 
Pública  por  su  colaboración  con  nuestra  revista. 
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Los  Trasplantes  en  la 
Sociedad  Actual 

Nds  sorprende  el  reconocer  el  poco  tiempo  que  llevan  los 
trasplantes  de  órganos  en  el  ámbito  de  la  terapéutica 
clínica.  Hace  escasamente  dos  años  se  celebró  el  25  aniver- 
sario del  primer  trasplante  de  riñón  que  se  llevó  a cabo  en 
Boston.  Aquí  mismo  en  Puerto  Rico,  el  día  1 1 de  enero  de 
1984  celebraremos  el  séptimo  año  de  nuestro  primer  tras- 
plante. Aquellos  primeros  trasplantes  recibieron  irradiación 
total  corporal  y unos  pocos  recibieron  azatioprina  como 
terapia  inicial.  Unos  años  más  tarde  se  usaría  la  cortisona 
para  manejar  el  rechazo,  y a mitad  de  la  década  de  los  60  se 
comenzaría  a usar  el  suero  antilinfocítico  como  profilaxis  de 
rechazo.  Sobrevivía  menos  de  la  mitad  de  los  riñones  y 
aproximadamente  50%  de  los  pacientes.  Paso  a paso,  expe- 
rimento por  experimento,  con  paciencia  nacida  del  cono- 
cimiento de  que  se  experimentaba  en  un  área  del  límite 
mismo  de  la  vida,  de  las  fronteras  de  la  medicina,  la  socio- 
logía, la  ley,  la  filosofía,  y hasta  la  propia  imagen  del  hombre 
de  sí  mismo,  fue  mejorando  el  resultado  hasta  que  ya  la 
segunda  generación  de  cirujanos  de  trasplante  hemos 
contado  con  azatioprina,  prednisona  y suero  antilinfocítico 
en  la  profilaxis  de  rechazo,  un  75%  de  oportunidad  de  éxito 
del  implante,  y sobre  90%  de  oportunidad  de  vida  para  el 
paciente. 

En  nuestros  siete  años  de  experiencia  con  trasplante  de 
donante  vivo  hemos  visto  la  evolución  de  la  terapéutica  y de 
nuestros  propios  resultados.  Hemos  hecho  120  trasplantes 
sin  mortalidad  operatoria,  sin  pérdida  del  injerto  por 
razones  técnicas,  sin  infecciones  profundas,  y con  una  tasa 
de  infección  superficial  de  la  herida  de  1.6%.  A largo  plazo 
(dos  años)  hay  70%  de  injertos  funcionales,  y en  años 
recientes  hemos  logrado  mejorar  la  sobrevida  del  paciente  a 
93%. 

El  inmunólogo  de  trasplante,  el  laboratorista  y experi- 
mentalista,  y la  experiencia  clínica  filtrada  a través  de  ojos 
hipercríticos,  han  identificado  factores  que,  al  ser  aplicados 
clínicamente,  son  responsables  de  la  mejoría  de  los  resul- 
tados. El  paciente  se  refiere  más  temprano  para  trasplante. 
Se  da  particular  atención  a la  nutrición.  Se  dializa  mejor  en 
el  período  de  espera  e inmediatamente  antes  del  trasplante. 
Se  corrigen  algunas  condiciones  que  aumentarían  el  riesgo 
del  trasplante  tales  como  úlceras,  enfermedad  del  corazón  y 
algunos  tipos  de  enfermedad  pulmonar.  (Estas  condiciones 
antes  hubieran  contraindicado  un  trasplante  pero  hoy  día  si 
se  corrigen;  no  lo  contraindican).  La  inmunogenética  nos  ha 
explicado  el  rol  biológico  de  los  antígenos  de 
compatibilidad  y su  uso  en  la  inmunología  de  trasplante.  El 
tipificar  con  antisueros  más  específicos  y el  uso  universal  del 
cultivo  mixto  de  linfocitos  y/ o tipificación  Dr  pre- 
trasplante han  ayudado  a identificar  a los  mejores  donantes 
y a modificar  el  sistema  inmunológico  del  recipiente  cuando 


esto  es  necesario.  La  técnica  quirúrgica  se  ha  perfeccionado. 
Aunque  hubo  mucha  resistencia  inicialmente,  se  ha 
aceptado  universalmente  la  necesidad  de  transfusiones  de 
sangre  antes  del  trasplante.  Más  aún,  en  algunos  casos 
específicos  se  ha  demostrado  el  valor  excepcional  de  las 
transfusiones  de  sangre  del  donante  específico,  si  se 
modifica  al  recipiente  con  dosis  mínima  de 
inmunosupresión.  (De  hecho,  algunos  abogan  por  el  uso 
rutinario  de  transfusiones  específicas  del  donante  en  el 
huésped  inmunosuprimido).  Se  ha  liberalizado  el  uso  de  la 
esplenectomía  pre-trasplante  tomando  como  precaución, 
claro  está,  el  uso  de  vacunas  antineumocóccicas  y profilaxis 
post-operatoria  con  penicilina.  Se  han  identificado  los 
elementos  inmunológicos  envueltos  en  el  rechazo  y se  ha 
podido  discriminar  entre  la  susceptibilidad  relativa  de  uno  u 
otro  componente  a una  u otra  terapia.  Hay  ya  mucha  más 
experiencia  con  el  uso  de  los  venenos  metabólicos  y 
fisiológicos  usados  para  inmunosuprimir,  de  manera  que  el 
juicio  terapéutico  se  ha  afinado.  En  especial,  es  más  sencillo 
ya,  y casi  automático,  identificar  qué  paciente  responderá  a 
inmunoterapia  y quién  inexhorablemente  continuará 
rechazando  su  órgano.  Esto  facilita  y casi  hace  automática 
la  decisión  de  cuándo  detener  o disminuir  la  terapia 
inmunosupresora,  y esta  conscientización  conjuntamente 
con  las  transfusiones  de  sangre,  la  esplenectomía  y el  suero 
antilinfocítico  han  disminuido  la  muerte  por  rechazo  severo 
o por  inmunosupresión  poco  juiciosa. 

Pero  esto  es  sólo  el  amanecer.  El  producto  biológico  de 
unos  humildes  hongos  terrestres,  conjuntamente  con  la 
paciencia  y laboriosidad  de  unos  científicos  europeos  han 
traído  una  esperanza  más  significativa  a los  60,000  pacientes 
que  hoy  día  se  dializan  en  Norteamérica,  a las  decenas  de 
miles  de  pacientes  cardíacos  en  quienes  ni  siquiera  la  revas- 
cularización del  miocardio  puede  salvarles,  a las  decenas  de 
miles  de  pacientes  con  enfermedades  incurables  del  hígado, 
y quién  sabe  si  a las  personas  que  sufren  de  trastornos 
metabólicos  o endocrinos  también.  La  droga,  Ciclosporina 
A,  ha  sido  ensayada  en  cinco  centros  de  Estados  Unidos,  en 
un  estudio  multicéntrico  en  Canadá,  y por  lo  menos  en 
quince  centros  en  Europa,  todos  con  resultados  similares. 
Un  undecapéptido  cíclico  con  un  efecto  inmunosupresor 
significativo,  todo  parece  indicar  que  afecta  la  síntesis  de 
Interleuquina-2  por  las  células  T inductoras,  aunque  quizás, 
además  tenga  un  efecto  inhibidor  también  en  alguna  de  las 
células  efectoras  sobre  las  cuales  Interleuquina-2  actúa.  El 
darla  en  dosis  altas  inicialmente  suplementada  por  dosis 
pequeñas  de  cortisona,  ha  resultado  en  una  disminución 
dramática  de  episodios  de  rechazo;  ha  disminuido  la  inten- 
sidad y severidad  del  rechazo;  prácticamente  ha  hecho 
desaparecer  la  incidencia  alta  de  infecciones  (la  némesis  de 
los  programas  de  trasplante);  ha  disminuido  enormemente 
la  mortalidad  secundaria  a las  complicaciones  de  infec- 
ciones y de  rechazo;  ha  disminuido  el  costo  de  la  hospi- 
talización dramáticamente  al  ocurrir  menos  complica- 
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clones;  ha  permitido  un  mejor  uso  de  cortisona  y por  lo 
tanto  han  disminuido  las  complicaciones  específicas  de  la 
cortisona;  y ha  permitido  restablecer  al  paciente 
trasplantado  a su  trabajo  más  rápidamente.  De  manera  que 
ha  habido  un  efecto  medible  en  los  aspectos  médicos,  perso- 
nales, y económicos  de  la  prestación  de  estos  servicios.  Ha 
permitido  trasplantar  corazones  con  un  éxito  de  80%,  y el 
hígado  con  un  éxito  de  75%.  El  único  problema  es  el  costo. 
Es  muy  difícil  de  sintetizar  y muy  laborioso  el  proceso  de 
obtenerla  y por  eso  la  medicina  es  extremadamente  cara.  U n 
paciente  promedio  tendría  que  gastar  aproximadamente 
$400  mensuales  para  esa  droga  nada  más.  El  problema 
estriba  en  que  a pesar  de  que  Medicare  reembolsa  100%  de 
los  costos  de  un  trasplante  (a  diferencia  de  tan  sólo  80%  del 
costo  de  diálisis),  han  dictaminado  que  no  pueden 
reembolsar  el  costo  de  drogas  que  se  administren  a pacientes 
ambulatorios.  Esta  posición  en  este  momento  está  siendo 
debatida  en  distintos  comités  congresionales  en  Estados 
Unidos  donde  diferentes  grupos  universitarios,  clínicos,  de 
pacientes,  y profesionales  luchan  por  hacer  consciente  a las 
autoridades  federales  del  ahorro  tan  significativo  que  se 
haría  desde  el  punto  de  vista  económico,  incluyendo  la  dis- 
minución de  costos  directos  y el  aumento  en  rehabilitación, 
si  la  droga  se  usara  libremente.  Entre  otras  cosas  disminuiría 
también  el  costo  total  del  programa  renal  federal  ya  que 
permitiría  que  un  mayor  número  de  personas  se  trasplantara 
abaratando  así  los  costos  de  otras  modalidades  de 
tratamiento. 

En  Puerto  Rico  tenemos  la  droga,  aunque  su  costo 
prohíbe  su  administración  generalizada.  Se  intenta  en  este 
momento  obtener  una  asignación  legislativa  para  ayudar  a 
financiar  su  costo  y permitirnos  usarla  en  todos  los  pacien- 
tes. Tenemos  la  esperanza  que  será  positiva  esta  gestión 
legislativa.  Así  mismo  tenemos  esperanza  de  que  a la  larga  el 
programa  renal  federal  reembolse  su  costo  ya  que  de  todos 
los  puntos  de  vista  el  beneficio  será  muchísimo  mayor.  A 


largo  plazo,  entendemos  que  los  costos  serán  aún  menores 
cuando  se  sistematice  y automatice  su  producción  química. 

Finalmente,  la  Legislatura  de  Puerto  Rico  aprobó  y el 
Gobernador  firmó  una  Ley  que  enmienda  la  Ley  de 
Donaciones  Anatómicas  y que  introduce  una  definición  de 
muerte  más  abarcadora  que  incluye  la  muerte  cerebral.  Esto 
automáticamente  permite  la  utilización  de  órganos  obte- 
nidos de  aquellos  desafortunados  con  lesiones  que  resultan 
en  muerte  cerebral.  De  particular  interés  es  el  hecho  de  que 
la  Ley  enfatiza  el  concepto  de  que  la  muerte  del  cerebro  tiene 
que  ser  total  (esto  es,  que  incluya  la  corteza  y el  tallo 
cerebral)  y que  sea  irreversible  (esto  es,  que  la  causa  sea  una 
causa  final  y que  haya  daño  estructural,  por  lo  tanto 
excluyendo  otras  causas  de  inconsciencia  tales  como  hipo- 
termia y drogas). 

Aunque  un  análisis  superficial  que  se  haga  del  concepto 
de  trasplantar  un  órgano  le  haga  pensar  a uno  que  estamos 
creando  una  medicina  mucho  más  compleja,  más  costosa,  y 
poco  natural  o fisiológica,  en  realidad  es  todo  lo  contrario. 
Después  de  estos  primeros  años  de  adolescencia  donde  se 
avanzó  en  la  clínica  sin  quizás  tener  todo  el  respaldo  de  un 
cuerpo  de  conocimiento  fundamental,  ya  hoy  la  actitud  de 
los  facultativos  envueltos  en  trasplantes  es  la  de  devolver  a la 
persona  su  salud  y normalidad  y no  sólo  eliminar  su 
enfermedad.  Esta  actitud  está  en  armonía  con  la  filosofía 
actual  que  propone  que  los  recursos  vayan  dirigidos  a 
mantener  y a devolver  la  salud  y no  a tratar  la  enfermedad. 
De  hecho,  el  enfoque  que  damos  a nuestros  pacientes  es  de 
verlos  a ellos  y tratar  de  que  ellos  se  vean  a sí  mismos  como 
personas  trasplantadas  y no  como  pacientes  de  trasplante,  y 
dirigirlos  hacia  una  rehabilitación  real  de  todas  las  esferas  de 
su  vida,  en  vez  de  ser  una  costosa  tara  para  la  sociedad. 

Eduardo  A.  Santiago-Delpín,  MD 

Catedrático  de  Cirugía  y Patología 

Universidad  de  Puerto  Rico 
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What  can  you  do  for 
hypertensives  like  Mary  B? 


Uncontrolled 

Moderate  hypertension 
(1 60/1 1 0 mmHg)  with 
recent  increases  despite 
medication. 


Overweight 

At  73  largely 
sedentary... 
weight  even 
more  of  a prob 
lem  now. 


Forgetful 

Misses  appointments 
and  frequently  fails  to 
follow  instructions. 


Coexistent 

diabetes 

On  daily  insulin  after 
diet,  exercise,  and 
oral  agents  failed. 


m 
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Patient  description 
is  a hypothetical 
composite  based 
on  clinical  experi- 
ence and  evaluation 
of  data. 


Rely  on  one-tablet-a-dc^ 
dosage  and  cardioselectivity.' 


“Real  life” efficacy 

Mary  B represents  2,165  women  over  70  treated  effec- 
tively in  the  28-day  TENORMIN  evaluation  of  39,745 
hypertensives  of  all  types.  The  setting  for  the  evaluation 
was  real  life-the  daily  practices  of  9,500  U.S.  physicians! 

Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy 
and  safety  of  TENORMIN  had  already  been  established 
worldwide  by  hundreds  of  published  clinical  studies 
and  more  than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data 
were  analyzed  for  variables  such  as  sex,  age,  race,  and 
weight,  a large  majority  of  patients  in  each  group 
achieved  satisfactory  blood  pressure  control,  even 
Mary  B’s  difficult  age  groups 

Of  all  controlled  cases,  an  impressive  95% 
reported  feeling  well,  an  important  consideration  in 
hypertension  management^ 

Use  in  diabetes 

Although  beta  blockers  may  mask  tachycardia  occur- 
ring with  hypoglycemia,  TENORMIN  may  be  tried  with 
caution  in  patients  with  diabetes  mellitus,  like  Mary  B, 
who  require  beta- blocker  therapy.  It  does  not  augment 
insulin-induced  hypoglycemia  and  does  not  delay 
recovery  of  blood  glucose  levels  to  the  same  degree  as 
propranoloE"* 


-'Cardioselectivity  denotes  a relative  prefer- 
ence for  receptors,  located  chiefly 
in  cardiac  tissue.  This  preference  is  not 
absolute. 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects'  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
15%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind 
and  only  7.5%  discontinued  therapy.' 
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For  Mary  B...and  virtually 
all  your  hypertensive  patients 


Tcnormih 

(afenolol) 


le  following  page  for  brief  summary 
prescribing  Information. 


STUART  PHARMACEUTICALS 


Mi  ONE  TABLETA  DAY 

T€K0RMIN 

(atenolol) 


For  Mary  B... 
and  virtually 
all  your 
hypertensive 
patients 


TENORMIN^  (atenolol) 

A beta, -selective  blocking  agent  for  hypertension 


DESCRIPTION:  TENORMIN*  (atenolol),  a synthetic,  betai-selective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide, 
4-[2'-hydroxy-3'-[(1-methylethyl)  amino]  propoxy]-  Atenolol  (tree  base)  has  a molecular  weight  of 
266  It  is  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26,5  mg/ ml  at  37°C  and 
a log  partition  coefficient  (octanol  / water)  of  0. 23.  It  is  treely  soluble  in  1 N HCI  (300  mg  / ml  at  25  ° C) 
and  less  soluble  in  chloroform  (3  mg/ ml  at  25°C). 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraihdicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics.  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  ol  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic.  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  corohary  artery  disease,  exacerbations  ol  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician's  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  ol  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  it  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  ol  Hs  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  ol  TENORMIN  should  be  used,  with  therapy  Initiated 
at  50  mg  and  a beta,-stimulatlng  agent  (bronchodllator)  made  available.  11  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  freatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE).  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I.V.) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and.  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg.  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg.  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  obsen/ed  (or  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 

Should  It  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg/kg/day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents.  Results  ot  various 
mutagenicity  studies  support  this  finding. 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg  / kg  /day  or  1 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
iation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  of  both  male  and  female  dogs  af  all 
tesfed  dose  levels  of  atenolol  (starting  at  15  mg/kg/day  or  7 5 times  the  maximum  recommended 


human  dose)  and  increased  incidence  ot  atrial  degeneration  ol  hearts  ot  male  rats  at  300  mg  but 
hot  1 50  mg  atenolol  / kg  / day  (1 50  and  7 5 times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY;  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo/tetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg/kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg  /kg  or  12.5  times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potehtial  benefit  |ustifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  hot  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient.  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies).  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  tor  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages:  first 
from  the  U.S  studies  (volunteered  side  effects)  and  then  from  both  U S.  and  foreign  sfudies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (0%-0  5%),  postural  hypotension 
(2%-l%),  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM/  NEUROMUSCULAR  dizziness  (4%-1  %),  vertigo  (2%-0.5%), 
iight-headedness  (1%-0%).  tiredness  (0  6% -0,5%),  fatigue  (3%-1%),  lethargy  (1%-0%).  drowsi- 
ness (0  6%-0%).  depression  (0.6%-0.5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS):  wheeziness  (0%-0%),  dyspnea  (0  6%-l%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES; 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (12%-5%),  postural  hypotension 
(4%-5%).  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (13%-6%),  vertigo  (2%-0,2%), 
Iight-headedness  (3%-0  7%),  tiredness  (26%-13%),  fatigue  (6%-5%).  lethargy  (3%-0,7%). 
drowsiness  (2%-0.5%),  depression  (12%-9%).  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS):  wheeziness  (3%-3%).  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs.  The  reported  incidence  is  small  and.  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  it  any  such  reactioh  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  in  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System;  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances. hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal;  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia.  Peyronie's  disease,  erythematous  rash,  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  ot  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  ot  the 
reaction 

OVERDOSAGE:  To  date,  there  is  ho  known  case  ot  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage ot  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis,  Ih  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis, 

Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia;  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  ot  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  ihcreased  to 
TENORMIN  too  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyldopa. 

Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  ot  renal  function  No  significant  accumulation  ot  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml  min  1 73  m' (normal  range  is  100-1 50  ml'min/1  73  m').  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment. 

Atenolol 

Creatinine  Clearance  Elimination  Flalf-life 

(ml  mm '1  73  m')  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoaled,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  m 
monthly  calendar  packages  ot  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  100  tab- 1 
lets  Tablets  of  100  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  while  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  1 01  embossed  on  the  other  side  are  supplied  in  bottles  ot  1 00 
tablets  and  unit-dose  packages  of  1 00  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  roorr" 
temperature  I 

References:  1.  Data  on  file,  Stuart  Pharmaceuticals  2.  Flerman  RL,  Lamdin  E,  Fischetti  JL,  Ko  HK  i 
Posimarketing  evaluation  of  atenolol  (Tenormin")  A new  cardioselective  beta-blocker.  Curr  Ther  \ 
Res  1983.  33(1)  165-171  3.  Deacon  SR  Barnett  D Comparison  ot  atenolol  and  propranolol  during  , 
insulin-induced  hypoglycaemia  Sr  MedU1976, 2 272-273  4.  Lightman  SL.  et  al.  Effects  ot  beta-  i 
blockade  and  naloxone  on  the  hormonal  and  cyclic  AMP  responses  to  hypoglycaemia  in  man  Oi  | 
Sci  1 983, 65(3)  21  P S.  Lauridsen  UB.  Christensen  NJ,  Lyngspe  J Effects  ol  nonselective  and  /?,- 
selective  blockade  on  glucose  metabolism  and  hormone  responses  during  insulin-induced  hypo- 
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H ombre  de  65  años  que  murió  en  un  accidente  mientras  conducía  su  automóvil.  La  autopsia  demostró  la 
lesión  cardíaca  que  aparece  en  la  Figura  #1.  ¿Cuál  es  su  diagnóstico? 


a.  Trombo  mural  atrio  izquierdo 

b.  Rabdomioma  del  corazón 

c.  Mixoma  cardíaco 

d.  Hemangiosarcoma  del  atrio  izquierdo 

e.  Fibrosarcoma  cardíaco 

Figura  I 
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Mixoma  Cardíaco 


El  mixoma  es  el  tumor  cardíaco  benigno  más  común.  El 
tumor  crece  en  el  endocardio  derivado  de  células 
mesenquimales  primitivas  sub-endocárdicas.  Los  mixomas 
ocurren  con  más  frecuencia  en  la  pared  septal  del  atrio 
izquierdo  y clínicamente  los  signos  y síntomas  que  provocan 
imitan  enfermedad  valvular  o producen  fenómenos 
embóbeos  a distancia  o al  pulmón  si  es  que  el  mixoma 
ocurre  en  las  cavidades  derechas. 

Los  síntomas  incluyen  disnea,  fallo  congestivo  cardíaco, 
soplos  sistólicos  y diastólicos  y arritmias  atriales.  En 


que  varían  en  tamaño  de  1 a 15cm,  pero  que  en  su  mayoría 
miden  6cm  en  diámetro.  Las  áreas  de  hemorragia  son 
prominentes.  Microscópicamente  (Fig.  2)  los  mixomas 
están  compuestos  por  un  matrix  mixomatoso,  rico  en 
mucopolisacáridos,  por  células  mesenquimatosas  llamadas 
lepídicas,  vasos  sanguíneos  y fibras  reticulares,  elásticas, 
colágenas  y de  músculo  liso. 

El  diagnóstico  clínico  de  los  mixomas  se  realiza  por  medio 
de  la  ecocardiografía,  cateterización  cardíaca  o por 
identificación  histológica  de  un  trombo  distal.  El 
tratamiento  consiste  en  excisión  quirúrgica  de  la  lesión. 


Figura  2.  Matrix  mixumalusü.  Vasos  sanguíneos 

ocasiones  puede  haber  muerte  súbita  por  obstrucción  de  la 
váK ula  mitral. 

Macroscópicamente  los  mixomas  aparecen  como  masas  o 
tumores  polipoides  blandas,  gelatinosos-mucoides  o sólidas 
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ESTUDIOS  CLINICOS 


Persistent  Trigeminal  Artery: 
Report  of  Seven  Cases 


I Heriberto  Pagán  Sáez,  M.D.* 

Víctor  Toro,  M.D.+ 
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Of  all  the  carotido-basilar  connections  seen  angio- 
graphically,  the  persistent  trigeminal  artery  is  the  most 
common.  Its  anatomical  localization  and  related  vascular 
abnormalities  can  give  rise  to  a multitude  of  apparently 
unrelated  clinical  manifestations.  Seven  cases  seen  at  the 
Neurovascular  Section  of  the  Division  of  Diagnostic 
Radiology  of  the  Puerto  Rico  Medical  Center  form  the  basis 
for  this  report. 

Embryology 

Padget’s'  studies  form  the  basis  for  the  understanding  of 
the  trigeminal  artery  (1  A)  development  and  involution. 
(Fig.  I) 


The  paired  ventral  aortae  extend  cranially  and  give  rise  to 
the  anterior  cerebral  circulation  via  the  transformation  into 
the  carotid  and  posterior  communicating  arteries. 

The  paired  posterior  communicating  arteries  connect 
with  the  most  cranial  portion  of  the  dorsal  neural  vascular 
I 
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network  which  will  develop  into  the  vertebrobasilar 
arterial  system.  At  the  same  time  three  prominent 
ventrodorsal  vascular  anastomoses  are  formed  which 
according  to  its  related  anatomical  structures  are  called 
trigeminal,  otic  and  hypoglossal  arteries.  These  anastomotic 
channels  usually  involute  and  the  vertebrobasilar  system 
persists  as  the  dominant  supply  of  blood  to  the  infratentorial 
intracranial  structures  and  the  carotid  system  supply  the 
supratentorial  compartment.  The  name  “persistent 
trigeminal  artery”  (PTA)  was  coined  by  Padget'  because  of 
its  time  of  appearance  and  anatomical  relationship  with  the 
Gasserian  ganglion.  Involution  of  the  PTA  depends  on  the 
normal  development  of  the  vertebro  basilar  system, 
hemodynamics  at  the  anastomosis  and  the  development  of 
the  basal  sphenoid  cartilage  anlage. 

The  first  anatomical  description  of  the  PTA  was  done  by 
Quain  in  1844.  The  PTA  arises  from  the  internal  carotid 
artery  (ICA)  at  the  foramen  lacerum  level.  Parkinson  and 
Shields-  demonstrated  that  the  PTA  penetrates  the  sella  in 
50%  of  the  cases  and  perforates  the  dura  near  the  clivus.  In 
the  cavernous  sinus,  the  artery  is  situated  inferolaterally  in 
juxta  position  to  the  III  and  IV  nerves  and  medial  to  the 
Gasserian  ganglion  and  sometimes  adjacent  to  the  sensory 
root  of  the  V nerve.  The  VI  nerve  runs  inferior  to  the  dural 
perforation  by  the  PTA. 

Saltzman-’  described  three  variants  of  the  PTA  according 
to  its  related  vascular  anomalies. 

Type  I - The  PTA  supplies  the  cranial  segment  of  the 
basilar  artery.  Both  posterior  cerebral  (PCA)  and 
superior  cerebellar  arteries  (SCA)  arise  normally 
from  the  cranial  basilar  artery  segment.  The 
posterior  communicating  arteries  (P  CoA)  are 
absent  or  poorly  filled. 

Type  II  - The  PTA  supplies  the  cranial  segment  of  the 
basilar  artery.  The  contralateral  PCA  is  supplied 
via  the  contralateral  PCoA. 

Type  III  - The  PTA  supplies  poorly  the  cranial  segment 
of  the  basilar  artery  and  SCA.  Both  PCA  are 
supplied  by  the  paired  P CoA. 
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Clinical  Significance 

• Because  of  its  anatomical  relationship  may  cause  111, 
IV  and  V nerve  palsies.^ 

• Because  of  its  altered  hemodynamics  may  cause 
vascular  insufficiency  states. ^ 

• Because  of  the  embryological  associated  weakness 
of  the  PTA  wall,  aneurysms  may  formed  leading  to 
nerve  palsies,  intracranial  bleeding  or  carotido- 
cavernous  fistula  formation.^  ^ ** 

• Because  of  its  inherent  wall  abnormalities  premature 
arteriosclerosis  with  thrombosis  and  occlusion  can 
occur. 

• Because  of  the  expected  structural  anomalies;  other 
associated  congenital  vascular  abnormalities  can 
occur.5  9 '0 

• Because  of  its  abnormal  related  anatomy,  arterio- 
graphic  evaluation  prior  to  Gasserian  ganglion  surgery 
is  of  utmost  importance." 

• Despite  its  potential  for  causing  varied  neurological 
problems,  most  of  the  time  the  PTA  is  an  incidental 
finding  during  carotid  arteriography  studies. 

Case  I 

A 50  years  old  female  with  history  of  organic  heart  disease 
developed  sudden  loss  of  consciousness.  High  blood 
pressure  (210/130)  and  atrial  fibrillation  were  found  on 
physical  examination.  A right  carotid  arteriogram  (Fig.  2^ 
showed  a complete  occlusion  of  the  intracavernous  internal 
carotid  artery  immediately  distal  to  a PTA. 


Figure  2 

Discussion 


The  PTA  segment  is  irregularly  narrowed  suggesting 
arteriosclerotic  changes.  There  is  filling  of  both  PCA  and 
SCA  with  poor  filling  of  the  P CoA  (Saltzman  Type  1). 
Although  the  ICA  occlusion  is  probably  due  to  emboli,  a 
preexisting  congenital  abnormal  endothelium  with 
narrowed  lumen  could  be  considered. 

Case  2 

A 65  years  old  hypertensive  male  developed  drowsiness 
followed  by  headaches  and  a right  hemiparesis.  Bilateral 
carotid  arteriography  showed  bilateral  subdural 
hematomata.  A left  PTA  was  identified.  (Fig.  3) 


Figure  3 

Discussion 


The  proximal  half  of  the  PTA  is  almost  the  same  diameter 
as  the  ICA  with  a double  loop,  configuration.  There  is  poor 
filling  of  the  PCA  and  SCA  which  could  be  explained  on 
basis  of  an  associated  subarachnoid  hemorrhage.  In  this 
case  the  PTA  is  an  incidental  finding  with  no  apparent 
relevance  to  the  clinical  picture.  (Saltzman  Type  I) 

Case  3 

A 40  years  old  female  complaining  of  a pulsating  occipital 
headache  radiating  to  the  left  hemicranium  with  hyper- 
reflexia  of  the  lower  extremities.  A nuclear  brain  scan 
revealed  increased  activity  in  the  left  temporal  lobe.  EEG 
was  normal.  Bilateral  carotid  arteriography  revealed  a left 
PTA.  (Fig.  4) 


Figure  4 

Discussion 


The  PTA  segment  is  almost  as  prominent  as  the  ICA  with 
a large  loop  at  the  basilar  artery  end.  There  is  good  filling  of 
both  PCA  and  SCA.  (Saltzman  Type  I) 

The  finding  of  the  PTA  appears  to  be  incidental  with  no 
relevance  to  the  clinical  symptoms,  although  it  is 
conceivable  that  associated  vascular  anomalies  could  result 
in  ischemic  changes  along  the  upper  motor  neuron  tracts 
resulting  in  hyperreflexia! 
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Per  sis!  en!  Trif’eminal  Artery:  Repon  oj  Seven  Cases 


Case  4 

A 54  years  old  male  developed  sudden  scotoma  followed 
by  loss  of  consciousness.  After  regaining  consciousness  a 
persistent  frontal  headache  radiating  to  the  occiput  was 
present.  Left  carotid  arteriography  revealed  a P CoA 
aneurysm  and  a PTA.  (Fig.  5) 


rv  . Figure  5 

Discussion 


The  PTA  is  a relatively  straight  narrowed  segment  with 
very  poor  filling  of  the  basilar  artery.  The  ipsilateral  PCA 
originates  directly  from  the  ICA.  The  scotomata  can  be 
explained  on  basis  of  ophtalmic  artery  emboli  from  the 
aneurysm  and  the  unconsciousness  due  to  subarachnoid 
bleeding  with  arterial  spasm  secondary  to  the  aneurysmal 
rupture.  In  this  case  two  congenital  vascular  abnormalities 
are  present  and  probably  related  by  origin.  (Saltzman  Type 
III) 

Case  5 

A 35  years  old  male  developed  tonic-clonic  seizures 
followed  by  unconsciousness.  On  admission  a left  hemi- 
paresis  was  present.  Right  carotid  arteriography  revealed  a 
harrowed  middle  cerebral  artery  (Fig.  6)  and  a PTA. 


. Figure  6 

Discussion 


and  thrombosed  MCA  aneurysm  with  right  internal  capsule 
ischemia  leading  to  left  hemiparesis. 

Interestingly  enough,  the  PTA  shows  bidirectional  flow 
as  evidenced  by  antegrade  filling  from  the  ICA  (Fig.  6)  and 
retrograde  flow  by  vertebral  arteriography  (Fig.  7).  In  both 
studies  there  is  very  good  filling  of  both  PCA  and  SCA. 
(Saltzman  Type  1) 

In  this  case  two  related  anomalies,  aneurysm  and  PTA, 
are  again  seen. 


Case  6 


Figure  7 


A 46  years  old  female  with  hypertension,  chronic  head- 
aches and  ptosis  of  the  right  eye.  Right  carotid  arterio- 
graphy showed  a P CoA  aneurysm  and  a PTA.  (Fig.  8) 


The  ptosis  is  explained  on  basis  of  the  aneurysmal 
bleeding  and  its  anatomical  relationship  with  the 
oculomotor  nerve  course  through  the  cavernous  sinus.  The 
PTA  shows  a double  loop  configuration  with  the  lumen  half 
the  caliber  of  the  ICA.  There  is  good  filling  of  both  PCA  and 
SCA  (Saltzman  Type  1). 

Again  the  presence  of  two  congenital  anomalies, 
aneurysm  and  PTA,  is  seen. 

Case  7 


The  loss  of  consciousness  and  seizures  are  explained  on 
basis  of  subarachnoid  hemorrhage  secondary  to  a ruptured 
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A 62  years  old  hypertensive  male  with  severe  headaches 
associated  with  nausea  and  vomiting.  High  blood  pressure 
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(200/120)  and  xanthochromic  cerebrospinal  fluid  was 
found  on  admission.  A left  carotid  arteriogram  a partially 
thombosed  middle  cerebral  artery  (MCA)  aneurysm  and  a 
PTA.  (Fig.  9). 


Discussion  Figure 


A relatively  straight  and  narrowed  PTA  with  very  poor 
visualization  of  the  basilar  artery  segment  and  a partially 
thombosed  MCA  aneurysm  with  diffuse  arterial  spasm  is 
seen.  Although  poorly  defined,  there  is  filling  of  the  PCA 
and  SCA  probably  indicating  a Saltzman  Type  1. 

The  clinical  symptomatology  is  due  to  the  aneurysmal 
rupture  with  subarachnoid  hemorrhage  and  diffuse  arterial 
spasm. 

Summary 

Seven  cases  with  PTA  are  presented;  four  (4)  males  and 
(3)  females.  Four  of  seven  cases  (4,  7)  presented  were 


associated  with  aneurysms,  two  were  MCA  and  two  P CoA. 
Of  the  seven  cases;  six  were  consistent  with  the  Saltzman 
Type  I and  one  of  the  Type  111  anomaly.  The  presence  of  a 
PTA  should  alert  to  the  possibility  of  another  congenital 
anomaly  in  the  vicinity.  The  clinical  picture  of  a sub- 
arachonoid  hemorrhage  and  the  demostration  of  a PTA 
should  alert  to  the  possibility  of  a hidden  aneurysm.  Carotid 
arteriography  should  be  considered  in  the  work-up  for 
Gasserian  ganglion  surgery. 
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Pancreas  Transplantation  - Effect 
on  Secondary  Complications  of 
Diabetes  Mellitus 

Luis  H.  Toledo-Pereyra,  M.D.,  Ph.D. 


Successful  segmental  pancreas  transplantation  has  the 
potential  of  affecting  the  secondary  complications  of 
Type  I diabetes  mellitus  such  as  retinopathy,  peripheral  and 
visceral  neuropathy  and  vasculopathy.  This  study  retrospec- 
tively analyzed  the  objective  and  subjective  changes  in  these 
secondary  complications  in  patients  receiving  either 
segmental  pancreas  (SPT)  or  combined  simultaneous 
kidney  and  pancreas  transplants  (SPTK). 

Materials  and  Methods 

Between  March,  1980  and  November,  1982,  seven 
patients  received  SPT  and  seven  received  SPTK  at  Mount 
Carmel  Mercy  Hospital.  In  5 of  the  SPT  and  SPTK, 
pancreatic  graft  function  was  lost  either  due  to  preservation 
injury  (3  grafts)  or  patient  death  (2  patients)  that  occurred 
postoperatively  from  disseminated  intravascular  coagula- 
tion and  myocardial  infarction  respectively.  The  other  nine 
recipients,  6 males  and  3 females,  ranging  in  age  from  19-50 
years  old  (mean  + SD  = 36.22  ± 11.17  years),  who  had  been 
insulin  dependent  between  7 and  27  years  (mean  ± SD  = 
18.66  ± 7.44  years),  were  studied  for  objective  and/or 
subjective  changes  in  the  status  of  their  secondary  complica- 
tions. 

A standard  immunosuppressive  protocol  of  azathioprine, 
prednisolone,  and  antilymphoblast  globulin  (ALG)  or 
antithymocyte  globulin  (ATGAM),  similar  to  that  previ- 
ously described  for  our  renal  transplant  recipients,'  was 
utilized  for  all  patients  in  the  study  group.  Rejection 
episodes  were  characterized  by  an  abrupt  rise  in  plasma 
glucose  levels  (>  175  mg%).  Rejection  was  treated  with  ALG 
or  ATGAM  at  10-20  mg/ kg.  day  for  10  days  (1st  and  2nd 
rejections)  or  for  10  days  (3rd  rejection  episodes).  Intrave- 
nous methyl-prednisolone  sodium  succinate  (Solu-medrol, 
Upjohn),  increased  oral  prednisolone,  and  graft  irradiation 
(150  rads  x 3 days  were  also  given  for  rejection  in  patients 
SPT-3  and  SPT-5.  Patients  were  periodically  assessed  (1,3, 
6,  12,  18,  and  24  months)  for  objective  changes  in  their  reti- 
nopathy, peripheral  and  visceral  neuropathy  and 
vasculopathy  after  transplantation.  Nerve  conduction 
studies  were  performed  on  the  median,  peroneal  and 
posterior  tibial  nerves  to  measure  conduction  velocity  and 
distal  latency.  Vascular  studies  included  doppler  peripheral 
studies  and  angiography.  Opthalmological  evaluation 
included  fluorescein  angiography,  assessment  of  corrected 
visual  acuity,  and  overall  assessment  of  the  eye  fundii.  In 
addition,  the  patient’s  subjective  assessment  of  all  secondary 
changes  was  periodically  surveyed. 

From  the  Department  of  Surgery,  Section  of  Transplantation,  Mount 
Carmel  Mercy  Hospital,  Detroit,  Michigan. 

Address  reprint  requests  to:  Dr.  Luis  H.  Toledo-Pereyra,  Mount  Carmel 
Mercy  Hospital,  6071  IV.  Outer  Drive,  Detroit,  Michigan. 


Results 

The  duration  of  function  of  the  pancreas  transplants  in 
the  study  group  ranged  between  5 weeks  and  >20  months. 
Four  grafts  (SPT-2,  3,  5,  and  6)  were  lost  due  to  rejection 
and  pancreatitis,  and  another  (SPTK-4)  was  removed 
because  of  irreversible  rejection  alone,  two  patients  (SPTK- 
3 and  SPTK-5)  died  at  8 and  5'/2  months  of  sepsis  and  a 
myocardial  infarction  respectively.  The  graft  of  patient 
SPT-6  showed  partial  function  at  greater  than  8 months. 
The  other  long-term  survivor  is  showing  variable  function  at 
> 20  months.  Figure  1 summarizes  the  status  of  retinopathy, 
peripheral  and  visceral  neuropathy  and  vasculopathy  after 
pancreas  transplantation.  The  majority  of  patients  in  all 
categories  experienced  no  subjective  changes  in  their 


„ ..  Peripheral  Visceral 

Retinopathy  Neuropathy  Neuropathy  Vasculopathy 


Fig.  I:  Overall  average  changes  in  the  objective  manifestations  of  the 
secondary  complications  of  diabetes  mellitus  after  pancreatic 
transplantation.  It  is  evident  that  in  the  majority  of  patients,  the  secondary 
complications  did  not  change  after  transplantation.  It  is  also  apparent  that 
the  function  of  the  allograft  was  not  long  enough  to  account  for  any  positive 
effect  on  the  second  complications. 

secondary  complications.  Some  temporal  improvement  in 
retinopathy  and  neuropathy  was  observed  in  patients  SPT- 
2,  and  SPT-3  during  the  first  few  weeks  after  transplantation 
and  in  patient  SPTK-1  at  2 months  after  transplantation. 
Retinopathy  and  neuropathy  were  observed  to  deteriorate 
in  patient  SPTK-6  after  transplantation.  The  were  observed 
to  deteriorate  in  patient  SPTK-6  after  transplantation.  The 
vasculopathy  worsened  in  patient  SPTK-1  at  one  year 
postoperatively.  In  patient  SPTK-3,  peripheral  neuropathy 
demonstrated  no  changes  while  visceral  neuropathy  became 
worse.  All  other  patients  were  assessed  as  having  no  signifi- 
cant changes  in  their  secondary  complications  during  the 
period  of  their  pancreas  transplant. 
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Discussion 

Variable  results  have  been  reported  with  respect  to 
stabilization  of  the  secondary  complications  of  diabetes 
mellitus  after  cadaveric  kidney  transplantation. 2. ^ It  has 
been  suggested  that  improved  glycemic  control  achieved 
after  pancreatic  transplantation  might  also  favorable  affect 
the  outcome  of  the  secondary  complications  of  diabetes 
mellitus.5  The  restrospective  evaluation  of  diabetic  patients 
receiving  pancreatic  transplants,  in  our  series,  however, 
indicates  that  no  substantial  improvement  in  the  progres- 
sion of  the  secondary  complications  could  be  documented. 
Although  a temporal  effect  on  retinopathy  and  neuropathy 
was  seen  in  three  pancreas  allograft  recipients.  It  is  possible 
that  the  duration  of  normal  pancreatic  transplant  function 
was  not  long  enough  to  have  a positive  effect  on  the  outcome 
of  secondary  complications. 

The  entire  set  of  parameters  which  might  affect  improve- 
ment in  the  secondary  complications  has  not  been  clearly 
defined.  Perhaps  improved  post-transplant  management  of 
the  diabetic  recipient  along  with  more  effective  immu- 
nosuppressive regimens  could  contribute  to  stabilization  of 
the  secondary  complications  after  transplantation. 
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Uso  Práctico  de  las  Pruebas  de  Función  Pulmonar 


(Tercera  Parte) 


En  los  dos  artículos  previos,  describimos  las  pruebas 
más  importantes  y su  aplicación  en  enfermedad  cró- 
nico obstructiva  respiratoria.  En  este  artículo  discutiremos 
la  utilidad  de  dichas  pruebas  en:  1)  obstrucciones  de  la 
aerovía  alta,  2)  bronquiolitis,  3)  detección  temprana  de 
enfermedad  obstructiva  y 4)  diagnóstico  y seguimiento  en 
enfermedades  restrictivas  del  aparato  respiratorio. 

Obstrucción  de  Aerovía  Alta: 

Para  propósitos  nuestros  dividiremos  el  árbol 
respiratorio  en  tres  partes  básicas:  a)  aerovías  pequeñas,  con 
diámetro  menor  de  dos  milímetros,  b)  aerovías  grandes,  con 
diámetro  interno  de  más  de  dos  milímetros  y extendiéndose 
hasta  la  carina  principal,  y c)  aerovía  alta,  que  incluye 
tráquea,  laringe  y espacio  nasofaríngeo.'  Las  lesiones 
obstructivas  de  la  aerovía  alta  se  clasifican  en  lesiones  de 
diámetro  fijo  y las  de  diámetro  variable.  En  las  primeras,  el 
calibre  de  la  aerovía  no  varía  con  las  fases  respiratorias 
(acordémonos  que  todas  las  aerovías  normalmente  respon- 
den con  dilatación  a la  inspiración  y con  cierta  constricción 
en  la  fase  exhalatoria).  En  las  últimas,  sin  embargo,  el 
calibre  se  puede  achicar  considerablemente  con  la  cons- 
tricción normal  (Gráfica  8).  Las  lesiones  variables  se  pueden 
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subclasificar  a su  vez  en  las  intratorácicas  (localizadas  entre 
la  carina  y la  depresión  suprasternal)  y las  extratorácicas 
(localizadas  sobre  la  depresión  suprasternal). 

La  prueba  de  flujo  volumen  nos  ayuda  enormemente  en  la 
diferenciación  no  invasora  de  estas  lesiones  del  tracto 
respiratorio  alto.^  En  esta  prueba,  se  recogen  gráficamente 
los  diferentes  flujos  de  aire  a cada  volumen  pulmonar. 
Recordarán,  que  en  la  espirometría  simple,  lo  que  medimos 
es  la  relación  entre  volumen  de  aire  exhalado  y el  tiempo  que 
se  tarda  el  aire  en  salir  del  pulmón.  En  la  gráfica  9,  podemos 


Gráfica  9 

Prueba  Flujo  - Volumen  Normal 


TLC  = “Total  Lung  Capacity” 
RV  = “Residual  Volume" 


12 


¡ván  León,  MI) 


\ i>l.  76  Núm.  / 


observar  un  esquema  de  la  prueba  normal.  Observamos  que 
tanto  la  fase  espiratoria  e inspiratoria  tienen  una  circunfe- 
rencia bien  parecida.  La  fase  espiratoria,  por  convencio- 
nalismo siempre  se  localiza  en  la  parte  superior  y la 
inspiratoria  en  la  inferior.  La  prueba  se  lleva  a cabo  usando 
un  espirómetro  con  sello  de  agua  o uno  seco  de  “cuña”, 
como  lo  hemos  descrito  antes  (ver  1er  artículo  de  la  serie; 
Boletín  Asociación  Médica  de  Puerto  Rico  74(7-8):  2 1 8-220, 
1982).  Estos  espirómetros  integran  automáticamente  y 
electrónicamente  las  señales  espiratorias  e inspiratorias  y 
nos  dan  una  gráfica  por  medio  de  una  ploteadora  x-y-z. 
t Para  lograr  esta  prueba  sólo  es  necesario  que  el  paciente 
i inhale  hasta  capacidad  torácica  total,  luego  exhale  lo  más 
' fuerte  y rápidamente  posible  y vuelva  a inhalar  hasta 
, capacidad  torácica  total.  De  esta  manera  se  pueden  obtener 
¡ distintos  patrones  de  flujo  volumen  que  nos  alertan  sobre  la 
! existencia  de  lesiones  obstructivas  altas.  Por  ejemplo  en  la 
gráfica  10,  vemos  el  patrón  característico  de  una  lesión 
obstructiva  variable  y extratorácica.  Notamos  como  el  haz 
inspiratorio  es  el  que  más  se  achata  y afecta.  Esto  se  debe  a 
que  la  aerovía  extratorácica  está  normalmente  sometida  a 
fuerzas  extramurales  de  compresión  ya  que  la  presión 
atmosférica  a nivel  del  mar  es  de  760mm  de  mercurio.  La 
sección  intraluminal  de  la  masa  obstructora  que  está  más 
, cerca  del  pulmón  (región)  A en  gráfica  10)  normalmente 


tiene  una  presión  baja.  Por  lo  tanto  en  la  fase  inspiratoria 
estas  fuerzas  existentes  se  vuelven  más  fuertes,  aumenta  la 
compresión  de  la  aerovía  extratorácica,  se  comprime  más  el 
segmento  distal  a la  obstrucción,  y el  flujo  inspiratorio  se 
afecta  significativamente.  Lo  opuesto  ocurre  a la  espiración, 
pero  en  ésta  la  aerovía  extratorácica  tiene  una  presión 
positiva  en  su  interior  que  tiende  a distender  y expandir  su 
volumen  y el  flujo  exhalatorio  no  se  afecta. 2- 

En  la  gráfica  11,  tenemos  un  ejemplo  de  una  lesión 
obstructiva  variable  intratorácica.  En  las  aerovías  intrato- 
rácicas  las  presiones  dentro  y fuera  de  estos  conductos 
cambian  y son  diametralmente  opuestas  a las  extratorá- 
cicas. Dentro  del  tórax  tenemos  que  tener  en  cuenta  la 
presión  intrapleural.  A la  inspiración,  esta  presión  se  torna 
menor  que  la  atmosférica,  debido  a la  acción  de  descenso  del 
diafragma  y el  relajamiento  de  los  músculos  abdominales 
superiores.  Por  ende,  en  la  fase  inspiratoria  las  paredes  de  la 
aerovía  intratorácica  se  expanden  y aumenta  el  diámetro 
interno  ya  que  las  fuerzas  extramurales  son  iguales  que  la 
presión  intrapleural  (si  lo  visualizamos  teleológicamente,  es 
la  única  manera  que  el  pulmón  se  puede  distender  de  aire). 
Por  el  contrario,  en  la  espiratoria,  el  diafragma  se  relaja, 
subiendo  este  órgano,  reduciendo  el  volumen  total  de  la 


Gráfica  II  c u ■ - 
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EM  = Presión  Extramural  pared 
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Prueba  de  Flujo  - Volumen  en 
Obstrucción  Variable  Intratorácica: 


13 


Bo!.  Asoc.  Méd.  P.  Rico  - Enero  1984 


cavidad  torácica,  tornando  la  presión  intrapleural  positiva 
(o  mayor  que  la  atmosférica),  aumentando  la  presión 
intersticial  del  parenquima  pulmonar,  por  tanto 
aumentando  la  presión  extramural  de  la  aerovía 
intratorácica  con  relación  a la  interna  y con  subsiguiente 
tendencia  a colapsar  las  paredes  de  dichos  ductos.  En 
resumen,  el  diámetro  de  la  vía  intratorácica  disminuye 
durante  la  fase  exhalatoria.  Si  contamos  ya  con  una  lesión 
obstructiva  dentro  de  este  ducto,  veremos  que  la 
disminución  del  flujo  de  aire  exhalatorio  se  pronuncia  más  y 
lo  podemos  notar  en  la  curva  flujo  volumen  (Gráfica  1 1 B). 
Los  siguientes  son  ejemplos  clínicos  de  lesiones  extrato- 
rácicas variables;  1)  traqueomalacia  en  la  tráquea  cervical, 
2)  adenoma  subglótico,  3)  cuerpo  extraño  en  región  de 
tráquea  cervical  o región  subglótica.  Ejemplos  de  lesiones 
obstructivas  intratorácicas  variables  son:  1)  adenoma  o 
cilindroma  en  espacio  inmediatamente  proximal  a la  carina 
principal,  2)  carcinoma  traqueal  intratorácico,  3)  cuerpo 
extraño  en  región  traqueal  intratorácica,  4)  asma,  5) 
enfisema. 

Si  por  el  contrario  tuviéramos  una  lesión  obstructiva  fija, 
donde  la  mayor  parte  del  diámetro  interno  estuviera 
comprometida,  entonces  la  curva  tendría  el  aspecto  similar  a 
la  de  la  gráfica  12,  ya  que  tanto  la  capacidad  vital  forzada 


Prueba  de  Flujo  - Volumen  en 
Obstrucción  Fija  de  Aerovía  Alta: 


como  la  capacidad  inspiratoria  forzada  serían  afectadas  por 
igual.  La  disminución  de  flujos  máximos  inspiratorios  y 
espiratorios  por  igual  es  característica  de  las  lesiones 
obstructivas  fijas.  Ejemplos  de  lesiones  obstructivas  fijas 
son:  1)  parálisis  de  cuerda  vocal,  2)  epiglotitis,  3)  cilindroma 
de  carina  ocluyendo  subtotalmente  orificios  de  entrada  a 
bronquios  principales  izquierdo  y derecho.  4)  anillo  cons- 
trictor de  tejido  granulomatoso  en  1 / 3 parte  proximal  de  la 
tráquea  producto  de  intubación  prolongada  en  un  paciente 
en  ventilación  mecánica.  5)  defectos  en  la  inervación  de 
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músculos  laríngeos  que  controlan  los  movimientos  de  las 
cuerdas  vocales. 

También,  nos  encontramos  en  la  práctica  clínica,  ocasio-  j 
nalmente,  a pacientes  mentales  (histéricos  o esquizo- 
frénicos) que  presentan  con  sibilancias  inspiratorias  a nivel 
de  la  laringe.25  Muchos  de  estos  pacientes  han  aprendido  a 
contraer  las  cuerdas  vocales  a la  inspiración  y producir  estos 
ruidos  que  pueden  confundir  al  clínico  y hacerlo  errar 
haciendo  un  diagnóstico  equivocado  de  asma  bronquial. 
Con  la  prueba  de  flujo  volumen  esto  es  fácil  de  diferenciar, 
ya  que  en  este  caso  el  patrón  característico  sería  de 
disminución  en  flujos  inspiratorios  y no  espiratorios  como 
sería  en  asma  bronquial  (Gráfica  13). 


Gráfíca  13 

Patrón  de  Obstrucción  Inspiratoria 


Patrón  de  Obstrucción  Espiratoria 


(Paciente  con  asma  Bronquial 
“Bona  Fide”) 


I 


Por  último,  podemos  utilizar  la  prueba  de  flujo  volumenj 
para  detectar  la  introducción  de  una  lesión  extratorácicaj 
variable  en  un  paciente  con  asma.  Sin  embargo,  se  nos  haría’] 
difícil  detectar  una  lesión  obstructiva  variable  intratorácica] 
en  este  subgrupo  de  paciente,  ya  que  en  ambas  el  flujo] 
exhalatorio  es  el  que  está  mayormente  afectado.  Sin] 
embargo,  utilizando  una  mezcla  de  helio  y oxígeno  inhalado'] 
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por  el  paciente  e inmediatamente  después  haciendo  la 
prueba  podemos  diferenciar  y detectar  dichas  lesiones  en 
pacientes  con  enfermedad  crónica  obstructiva  pulmonar 
(“COPD”).  El  fundamento  es  el  siguiente:  la  velocidad 
(flujo)  de  trayectoria  del  aire  en  bronquios  de  calibre  ancho 
depende  de  la  densidad  del  gas  que  pasa  por  éstos.  Por  el 
contrario,  el  flujo  a través  de  conductos  bronquiales 
pequeños  (menor  de  2mm  diámetro)  es  laminar  y no  depen- 
diente de  la  densidad  del  gas.  Afortunadamente,  se  ha 
establecido  que  los  segmentos  que  impiden  la  mayor 
cantidad  de  flujo  de  aire  en  pacientes  con  “COPD”  se 
encuentran  en  la  periferia  del  pulmón  en  ductos  diminutos 
(no  dependientes  de  densidad  del  gas).  Por  lo  tanto  este 
hecho  nos  permite  diagnosticar  una  variable  intratorácica 
en  estos  pacientes  ya  que  al  éstos  exponerse  a un  gas  de 
densidad  como  el  helio,  el  flujo  a volúmenes  pulmonares 
grandes  va  a aumentar  significativamente  (Gráfica  14). 


Gráfica  14 


Patrones  de  Flujo  - Volumen 
con  Gases  de  Densidad  Baja 


*“Chronic  Obstructive  Pulmonary  Disease” 


Detección  de  Bronquiolitis: 

La  bronquiolitis  es  una  inflamación  de  aerovías  pequeñas 
de  diámetro  interno  menor  de  2mm.  Hay  varios  agentes 
etiológicos  como:  agentes  infecciosos,  gases  tóxicos, 
enfermedades  del  colágeno,  partículas  ambientales  y enfer- 
medades granulomatosas.  En  infantes  predominan  las 
causas  infecciosas.  En  este  grupo  el  virus  respiratorio 
sincitial  (RSV)  es  la  causa  más  común. 

En  el  grupo  adulto  las  causas  virales  son  menos  impor- 
tantes, pero  predominan  como  causantes  la  exposición 
repetida  a gases  nocivos  como  el  humo  de  cigarillo,'*^ 
marihuana,  ácido  sulfúrico."  De  las  enfermedades  del 
colágeno  las  más  notorias  son:  la  escleroderma, artritis 
reumatoidea  y el  lupus  sistémico  eritematoso.  Ultimamente 
se  han  descrito  lesiones  bronquiolíticas  en  trabajadores 
expuestos  a partículas  de  asbestos.-^  Finalmente, 
enfermedades  granulomatosas  como  la  sarcoidosis,  juegan 
un  papel  menos  importante  en  el  adulto. 

De  nuevo  la  espirometría  básica  y la  prueba  de  flujo 
volumen  nos  sirven  en  el  diagnóstico  temprano  y el  segui- 
miento evolutivo  de  estos  pacientes.  Característicamente 
están  disminuidos  los  siguientes  índices  de  función 
pulmonar:  1)  el  flujo  máximo  espiratorio  a 25  y 75%  de  la 
capacidad  vital  (M  MEE  25-75),  2)  el  flujo  máximo  a 50%  de 
la  capacidad  vital  (Vmax  50),  y 3)  flujos  a volúmenes  bajos 
como  a 75%  de  la  capacidad  vital  (Vmax  75)  donde  las 
aerovías  pequeñas  afectadas  tienden  a cerrarse  temprana- 
mente. En  los  pacientes  con  bronquiolitis  como  lesión  única, 
es  bueno  recalcar  que  los  siguientes  índices  continúan  siendo 
normales:  FVC,  FEVl,  PEER.  Los  volúmenes  intratorá- 
cicos  como  el  TLC,  RV  y FRC  pueden  estar  normales  o 
aumentados,  si  el  paciente  está  atrapando  mucho  aire  por  su 
lesión  obstructiva  en  aerovías  diminutas.  También  en  estas 
lesiones  el  “FEV1%”  (FEVl /FVC  x 100)  siempre  es  más 
bajo  que  75%.^^ 

Detección  Temprana  de  Enfisema  Pulmonar: 

En  esta  sección  nos  vamos  a circunscribir  a una  prueba 
basada  en  la  curva  de  flujo  volumen  llamada:  Volumen  tie 
flujo  idéntico  (“Volume  of  Isoflow”),  mediante  esta  técnica 
podemos  identificar  disfunción  en  aerovías  diminutas  en 
fumadores  que  tienen  sus  pruebas  convencionales  de 
función  pulmonar  normales.  Lo  que  se  requiere  es  hacerle 
tres  curvas  de  flujo  volumen  al  paciente,  éste  respirando 
aire.  Se  obtiene  la  mejor  de  tres  pruebas  y se  separa 
comparación  posterior.  Luego,  el  paciente  hace  tres 
maniobras  de  capacidad  vital  forzada  respirando 
directamente  de  un  tanque  que  contiene  80%  helio  y 20% 
oxígeno.  Después  de  la  tercera  inspiración,  el  paciente 
aguanta  su  respiración  y hace  una  espiración  forzada  hasta 
volumen  residual.  Esto  se  repite  tres  veces  y se  selecciona  la 
mejor  curva  de  flujo  volumen.  Se  interponen  las  gráficas  en 
volumen  residual  (Gráfica  15)  y se  mide  la  distancia  entre 
volumen  residual  y el  volumen  en  que  el  flujo  de  las  dos 
curvas  es  idéntico.  Lo  normal  es  que  este  volumen  sea  1 1% 
del  volumen  de  la  capacidad  vital  total  o menos.  En 
fumadores  con  bronquiolitis  establecida  este  “Visoflow”  va 
a estar  20%  más  de  la  capacidad  vital. 

El  principio  físico  detrás  de  esta  prueba  es  el  siguiente: 
cuando  una  persona  empieza  a exhalar  aire,  el  flujo  se 
mueve  del  alveólo  hacia  la  boca  por  un  tubo  (bronquio).  La 
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presión  dentro  de  este  tubo  va  a ser  mayor  que  la  presión 
alrededor  del  tubo  hasta  cierto  punto,  donde  la  presión 
intraluminal  se  hace  igual  que  la  externa  debido  al  efecto  de 
disipación  de  presión  por  la  fricción  del  aire  con  las  paredes 
del  tubo.  De  la  boca  hasta  ese  punto,  que  se  llama  el  punto 
de  presión  equivalente  (“equal  pressure  point”)  (EPP),  el 
Pujo  es  turbulento  y su  velocidad  depende  de  la  densidad  del 
gas.  Por  lo  tanto  con  gas  de  densidad  baja,  como  el  helio,  la 
velocidad  será  mayor.  A partir  del  “EPP”  y hasta  el  alveólo 
el  flujo  se  torna  laminar  y el  efecto  acelerador  del  gas  de  baja 
densidad  desaparece.  Este  punto  (EPP)  será  más  cercano  a 
la  parte  bucal  del  tubo  en  personas  sin  enfermedad  en  las 
aerovías  chicas.  Por  el  contrario,  éste  estará  más  cercano  al 
alveólo  (mayor  % de  la  capacidad  vital)  en  personas  con 
estas  lesiones.’  ’ De  esta  manera  la  prueba  de  volumen  de 
flujo  idéntico  nos  separa  las  personas  que  atrapan  aire  a 
volúmenes  altos  pulmonares  de  las  normales.  Aunque  esta 
prueba  es  la  más  sensitiva  para  detectar  daño  en  aerovías 
pequeñas  en  fumadores,  no  nos  es  de  utilidad  en  el  seguí* 
miento  posterior  de  éstos.  Este  hecho  se  debe  a que  la  prueba 
tiene  una  variabilidad  con  el  mismo  paciente  bastante  alta  y 
aún  en  pacientes  distintos.  Para  el  seguimiento  de  estos 
pacientes  la  prueba  que  se  recomienda  es  la  de  “Volumen  de 
Cierre”  (Gráfica  16).  Mediante  esta  prueba,  se  pretende 
identificar  el  volumen  pulmonar  a partir  del  cual  las 
aerovías  pequeñas,  menores  de  1 mm  de  diámetro,  se  cierran. 
Mientras  más  inflamación  hay  en  las  paredes  de  estos 


Gráfica  16 

Prueba  de  Volumen  de  Cierre 


o 

c 


ductos,  mientras  más  espesor  tienen  sus  paredes,  y mientras 
más  acumulo  de  secreciones  tienen,  mayor  será  el  volumen 
pulmonar  al  cual  se  cierren.  La  base  de  esta  prueba  es  la 
creación  de  un  gradiente  distinto  de  concentración  de  gas 
entre  las  partes  superiores  del  pulmón  y las  partes  inferiores 
o básales.  Se  ha  establecido  por  estudios  de  ventilación 
pulmonar  con  gases  radiactivos  y por  estudios  de  autopsia 
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de  animales  cuyos  pulmones  son  inflados  y luego 
congelados  “in  situ”,  que  los  alveolos  pulmonares  básales 
tienen  un  volumen  residual  mucho  menor  que  los  alveolos 
en  las  partes  superiores  del  pulmón  (volumen  residual 
equivale  a la  cantidad  de  aire  que  permanece  en  los 
pulmones  aún  al  final  de  una  espiración  máxima).  Este 
hecho  le  da  una  ventaja  a estas  regiones  básales  en  el  recibo 
de  oxígeno,  cuando  el  paciente  inspira  un  bolo  inicial  de 
100%  O2.  En  otras  palabras,  como  estos  alveólos  tienen 
menos  volumen  residual  inicial,  captarán  más  cantidad  de 
O2  que  los  superiores  pues  tienen  menos  nitrógeno  dentro. 
Una  vez  el  paciente  ha  inhalado  este  O2  hasta  capacidad  total 
pulmonar,  se  empieza  a medir  la  concentración  de  nitrógeno 
exhalado  por  el  paciente  utilizando  un  metro  analizador  de 
nitrógeno  localizado  en  la  boca  del  paciente.  A la  misma  vez 
un  espirómetro  nos  mide  el  volumen  pulmonar  exhalado. 
Como  el  pulmón  vacía  de  la  base  hacía  el  ápice  en  forma 
ordenada  cuando  se  hace  una  maniobra  exhalatoria  lenta,  el 
primer  gas  de  nitrógeno  que  saldrá  será  el  de  los  conductos 
bronquiales  básales  (Fase  1).  Luego  mediremos  el  gas  tanto 
en  bronquios  básales  como  en  alveólos  (Fase  II).  La  Fase 
111,  representa  una  meseta  ya  que  consiste  puramente  en  el 
gas  proveniente  de  los  alveólos  básales.  La  unión  de  la  fase 
111  y la  IV,  consiste  en  el  “cierre”  de  aerovías  pequeñas 
básales  y el  comienzo  de  la  evacuación  del  gas  de  alveólos 
superiores  que  están  llenos  de  nitrógeno,  pues  la  gran 
mayoría  de  O2  inhalado  inicialmente  se  fue  a los  alveólos  de 
las  bases.  Es  precisamente  la  unión  de  la  fase  111  con  la  IV 
que  se  denomina  con  “Volumen  de  Cierre”  y equivale  al 
“cierre”  de  las  aerovías  menores  de  Imm.  Este  volumen  se 
puede  relacionar  a la  capacidad  vital  (CV/VC)  o se  puede 
relacionar  a la  capacidad  pulmonar  total  (TLC).  En 
fumadores  que  tienen  ya  una  bronquiolitis  inflamatoria 
como  lesión  pre-enfisematosa,  las  aerovías  diminutas  se 
cierran  a un  volumen  mucho  mayor  que  en  los  no 
fumadores. '5 

Pruebas  de  Utilidad  en  el  Manejo  y Seguimiento 
de  Enfermedad  Restrictiva  Pulmonar: 

Las  enfermedades  restrictivas  comprenden  un  amplio 
campo  en  la  neumología  moderna  y se  pueden  clasificar  de 
la  siguiente  manera:  1)  enfermedades  neuromusculares,  2) 
enfermedades  óseas  del  tórax,  3)  enfermedad  neoplásica 
torácica,  y 4)  enfermedades  inflamatorias  del  pulmón. 

Entre  las  enfermedades  neuromusculares  que  más  fre- 
cuentemente vemos  en  nuestro  medioambiente  se 
encuentran  la  miastenia  gravis.  Síndrome  de  Guillain- 
Barré-Landry  y la  esclerósis  en  placa.  Todas  estas 
enfermedades  pueden  afectar  el  fuelle  torácico  y causar  fallo 
respiratorio  agudo,  muchas  veces  de  forma  extremada- 
mente insidiosa.  El  intercambio  de  gas  en  el  pulmón  de  estos 
pacientes  se  mantiene  normal  hasta  etapas  avanzadas  y por 
lo  tanto  los  gases  arteriales  no  nos  sirven  de  nada  en  el 
seguimiento  de  estos  pacientes.  La  espirometría  simple,  que 
se  puede  efectuar  en  la  cabecera  del  paciente,  nos  provee  el 
medio  para  la  detección  temprana  de  cualquier  fallo.  La 
capacidad  vital  forzada  o lenta,  el  volumen  corriente  y el 
FE  V 1 son  tres  de  los  mejores  parámetros  para  alertarnos  de 
un  fallo  respiratorio  en  estos  pacientes.  Estos  se  deben  medir 
cada  cuatro  horas  en  pacientes  hospitalizados.  Cuando  la 
capacidad  vital  baja  a menos  de  1 litro  o 25%  de  lo  normal  y 
el  FEVl  baja  a menos  de  33%  del  valor  normal  para  el 


paciente,  ya  el  fallo  respiratorio  es  inminente  y los  pacientes 
deben  ser  transferidos  a unidades  de  cuidado  intensivo, 
donde  la  intubación  traqueal  puede  ser  practicada 
electivamente  y luego  se  puede  hacer  traqueotomía.  El 
volumen  corriente  se  torna  crítico  cuando  baja  de  lOcc  por 
Kg  de  peso  corporal  del  paciente.  Esto  se  debe  a que  a estos 
niveles,  el  flujo  espiratorio  no  puede  despejar  ni  limpiarlas 
aerovías  por  medio  de  la  tos,  y las  secreciones  se  acumulan 
causando  atelectasia  y pulmonías.  También  baja  el  volumen 
minuto  pulmonar  (volumen  minuto  = tasa  respiratoria  x 
volumen  corriente),  y se  produce  la  hipoventilación  alveolar 
con  una  rápida  subida  de  anhídrido  carbónico  (PC02)  y una 
acidosis  respiratoria  rápida  que  puede  matar  al  paciente 
ocasionándole  fibrilación  ventricular  refractaria  a 
tratamiento. 

De  igual  manera  una  vez  el  paciente  requiere  ventilación 
mecánica  y es  conectado  al  ventilador,  podemos  seguir  día  a 
día  su  mejoría  midiéndole  estos  parámetros.  De  hecho,  este 
es  el  mejor  medio  que  tiene  el  neurólogo  de  medir  objetiva- 
mente la  mejoría  en  fuerza  muscular  de  su  paciente. 

La  Cifoscoliosis: 

La  cifoscoliosis  es  una  enfermedad  degenerativa  de  la 
espina  dorsal,  que  en  seres  humanos  puede  tener  repercu- 
siones serias  sobre  el  sistema  respiratorio,  en  sus  fases 
severas  de  deformidad.  Esta  condición  se  puede  dividir  en 
dos  grandes  grupos;  1)  congénita  y 2)  la  adquirida.  La 
adquirida  tiene  varios  subgrupos  de  pacientes  como  sigue:  a) 
idiopática,  b)  causas  neuromusculares  como  poliomielitis 
paralítica,  ataxia  de  Friedreich,  siringomielia,  neurofi- 
bromatosis y las  parálisis  espásticas;  c)  enfermedades 
torácicas  como  empiema  con  retracción  pleural  y las 
toracoplastías;  d)  enfermedades  vertebrales  primarias  como 
tuberculosis  ósea  de  la  espina,  tumores,  osteomalacia,  y 
fracturas  o dislocaciones  de  la  columna  vertebral.  La  causa 
más  frecuente  es  la  idiopática. 

La  progresiva  curvatura  lateral  de  la  espina  (escoliosis) 
junto  con  la  consecuente  deformidad  posterior  (cifosis), 
ocasiona  en  algunos  pacientes  una  disminución  conside- 
rable de  su  cavidad  torácica  con  la  siguiente  compresión 
pulmonar,  tanto  del  parenquima  como  de  los  bronquios, 
bronquiolos  y alveólos.  Generalmente  un  ángulo  escoliótico 
(medido  a través  de  radiografía  torácica  anteroposterior)  de 
más  de  1 1 5°  y un  ángulo  de  30°  en  adelante,  predisponen  a la 
persona  a desarrollar  fallo  cardiorespiratorio.  Es  bueno 
notar  que  cerca  del  10%  de  la  población  americana  tiene 
cifoscoliosis,  pero  de  éstos  el  90%  tienen  enfermedad 
mínima  que  no  necesitan  cuidado  médico. 

La  capacidad  vital,  el  volumen  de  gas  torácico  total,  el 
volumen  de  reserva  espiratoria,  y el  volumen  residual  están 
disminuidos  en  pacientes  con  la  etapa  severa  de  la  enfer- 
medad. Sin  embargo,  las  tasas  de  flujo  espiratorio,  la 
distribución  de  gas  intrapulmonar  y la  función  de  aerovías 
pequeñas  están  dentro  de  los  límites  normales  para  la 
capacidad  vital  reducida.  De  todos  es  conocido  la  presencia 
de  hipoxemia  en  esta  condición,  que  es  la  culpable  del 
desarrollo  de  la  hipertensión  pulmonar  sostenida  y del  Cor 
Pulmonale  de  estos  pacientes.  El  Dr.  Edward  Bergofsky  ha 
podido  probar  por  estudios  fisiológicos  sofisticados  que  la 
causa  de  esta  hipoxemia  no  lo  son  ni  las  tasas  de  ventilación 
y perfusión  baja,  ni  defectos  de  difusión,  ni  cortocircuitos  en 
la  vasculatura  pulmonar.  Lo  que  ocurre  en  la  cifoscoliosis 
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severa  con  fallo  cardiorespiratorio  es  sencillamente  que  el 
espacio  muerto  a ventilar  es  inmenso,  de  manera  que  la 
cantidad  o volumen  de  aire  con  oxígeno  que  llega  a los 
alveolos  es  mínimo,  pues  casi  todo  se  queda  en  conductos 
bronquiales  que  no  tienen  alveolos  en  sus  paredes.'^  Este 
fenómeno  que  causa  la  hipoxemia  en  estos  casos  se  conoce 
como  hipoventilación  alveolar.  Los  gases  arteriales  por  lo 
tanto  demostrarán  un  pa02  menor  de  70mmHg  y un  pC02 
mayor  de  45mmHg  en  la  mayoría  de  estos  pacientes. 
Finalmente,  se  puede  seguir  el  tratamiento  de  estos 
pacientes,  midiéndoles  la  capacidad  vital.  Se  ha  probado  en 
estudios  clínicos  que  los  tratamientos  con  presión  positiva 
intermitente  (“IPPB”)  mejoran  la  condición  y aumentan 
significativamente  la  capacidad  vital  y el  volumen  torácico 
total  del  gas  en  pulmones  de  estos  pacientes. 

Enfermedades  Neoplásicas  e Inflamatorias: 

Hoy  en  día  hay  miles  de  pacientes  con  enfermedades  de 
tumores  sólidos  y mieloproferativas  que  son  sometidos  a 
drogas  que  afectan  la  función  pulmonar.  Por  ejemplo,  una 
de  las  drogas  más  utilizadas  en  estos  grupos  lo  es  la 
bleomicina.  Ya  está  probado  que  la  bleomicina  en  dosis 
farmacológicas  puede  causar  alveolitis  y la  subsiguiente 
fibrosis  pulmonar.  Además  de  esto  la  vinblastina  causa  una 
descarga  anormal  de  una  enzima  que  se  cree  es  directa  o 
indirectamente  responsable  por  la  digestión  de  fibras  de 
elastina  y puede  estar  implicada  en  el  desarrollo  subsi- 
guiente de  el  enfisema  pulmonar.^»  24 

Otras  drogas  anticancerosas  que  pueden  afectar  al 
pulmón  lo  son;  ciclofosfamida,  metotrexato,  mostaza 
nitrogenada  y azatioprina. 

Por  lo  tanto  se  justifica  en  estos  pacientes  medir  la 
capacidad  vital,  la  difusión  de  monóxido  de  carbono,  y los 
volúmenes  pulmonares.  De  esta  manera  el  oncólogo  puede 
reducir  sus  dosificaciones  si  ve  que  el  pulmón  se  está  afec- 
tando en  las  funciones  pulmonares  seriadas. 

También  la  medición  de  estas  funciones  juega  un  papel 
importante  en  el  seguimiento  de  carcinomatosis  intersti- 
ciales pulmonares  como  lo  son  el  riego  linfagítico  de 


carcinoma  de  próstata,  enfermedad  de  Hodgkins  y carci- 
noma de  tiroides.  Estas  pruebas  nos  pueden  dar  un  índice 
objetivo  de  si  la  quimioterapia  está  siendo  efectiva,  aun 
cuando  no  hayan  cambios  radiográficos  objetivos. 

Por  último,  discutiremos  las  enfermedades  inflamatorias 
del  tejido  conectivo.  En  este  grupo  nos  referimos  a artritis 
reumatoidea,  lupus  sistémico  eritematoso,  esclerosis 
sistémica  progresiva  (escleroderma  o esclerodermia). 
Síndrome  de  Sjogrens,  y dermatomiositis. 

Todas  estas  enfermedades  potencialmente  pueden  afectar 
al  pulmón.  Las  primeras  cuatro  pueden  causar  alveolitis 
fibrosante  y la  quinta,  dermatomiositis,  básicamente  causa 
una  debilidad  muscular  como  las  otras  enfermedades 
neuromusculares  ya  descritas.*  ^ 

Además  de  causar  inflamación  alveolar  severa,  estas 
enfermedades  pueden  causar  vasculitis  pulmonar  con  hiper- 
tensión pulmonar,  fallo  ventricular  derecho  y nódulos 
necrobióticos  pulmonares,  como  es  el  caso  con  la  artritis 
reumatoidea. 

Una  de  las  primeras  manifestaciones  de  compromiso 
pulmonar  puede  ser  una  enfermedad  de  aerovías  pequeñas. 
Por  lo  tanto  el  “MMEF  25-75”,  “Vmax  50”,  “Closing 
volume”  y “Volume  of  Isoflow”  pueden  estar  todos  afec- 
tados, meses  y a veces  años  antes  del  paciente  manifestar  sus 
síntomas  y signos  articulares  o sistémicos. 

Es  una  excelente  idea  el  tener  unas  pruebas  completas  de 
función  pulmonar  en  estos  pacientes,  ya  que  nos  pueden 
servir  de  base  para  cualquier  posterior  envolvimiento 
pulmonar  durante  el  transcurso  de  su  enfermedad.  Las 
características  espirométricas  de  las  enfermedades 
restrictivas  son  las  siguientes:  primero  un  FEVl, 
(FEVl/FVC)  de  más  de  un  72%.  Esto  quiere  decir  que  el 
volumen  forzado  espiratorio  en  el  primer  segundo  estará 
disminuido,  pero  esto  es  secundario  a una  reducción  de  la 
capacidad  vital  forzada.  Segundamente,  los  volúmenes 
pulmonares  tales  como:  TLC,  R V,  FRC  están  por  debajo  de 
lo  normal  para  la  estatura  y edad  del  paciente.  También,  el 
volumen  corriente  estará  marcadamente  abreviado  (ver 
Tabla  I). 


TABLA  I 

CRITERIOS  ESPIROMETRICOS  EN  ENFERMEDADES  PULMONARES 


Tipo  de  Enfermedad 

FEV1% 

Obstructivas 

<72 

Restrictivas 

>72 

Aerovías  Pequeñas 

<72 

No? 


N 


No 


NoT 


V iso  V 

A 


N N 


A i 

t A i 

A 

N No 

Nol 

FEV1%  - FEVl/FVC  x 100  FVC  = “Forced  Vital  Capacity” 

FEVl  = “Forced  Expiratory  Volume  in  I sec.”  rv  = “Residual  Volume” 

TLC  = “Total  Lung  Capacity”  FRC  = “Functional  Residual  Capacity” 


CV  = “Closing  Volume” 

V iso  V = “Volume  of  Isoflow” 
N = Normal 
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En  resumen,  hemos  presentado  sucintamente  un  pano- 
rama general  que  nos  demuestra  cómo  las  pruebas 
funcionales  respiratorias  nos  ayudan  en  el  diagnóstico, 
manejo,  pronóstico  y seguimiento  de  una  variedad  de 
enfermedades  tanto  pulmonares  propias  como  extrapul- 
monares. Por  lo  tan  limitado  de  nuestro  espacio,  no  hemos 
podido  entrar  en  el  tópico  de  evaluación  preoperatoria  del 
paciente  con  enfermedades  pulmonares  y de  su 
disponibilidad  como  buen  índice  de  pronóstico  pos- 
operatorio. Sin  embargo,  esperamos  que  esté  claro,  que  en 
cuanto  a utilidad  clínica  estas  pruebas  se  han  ganado  un  sitio 
prominente  en  el  armamentario  diagnóstico  del  clínico 


moderno,  y que  el  no  utilizarlas  a tiempo  puede  llevar  al 
establecimiento  de  diagnósticos  errados  que  pueden  tener 
consecuencias  detrimentales  al  paciente.  De  manera  que 
podemos  finalizar  este  artículo  estimulando  al  clínico  a 
familiarizarse  con  estas  pruebas  y a perder  el  miedo  de 
ordenarlas  cuando  clínicamente  se  justifiquen  para  el  mejor 
cuido  de  sus  pacientes. 
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Renal  Oncocytoma:  Case  Report 


Lorraine  Vázquez  de  Corral,  M.D. 

Edda  C.  Quintero,  M.D. 
Brenda  V.  Manich,  M.S.,  R.D.M.S. 


Renal  oncocytoma  is  a rare  benign  neoplasm  predomi- 
nantly occuring  in  males  at  5th  to  6th  decade.  It  is 
usually  asymptomatic,  found  incidentally  at  autopsy, ^ and 
has  a glandular  origin  and  composed  of  large  epithelial  cells 
with  eosinophilic  cytoplasm  and  numerous  mitochon- 
dria.', 2,  * We  propose  to  report  such  a case  emphasizing  its 

benign  nature  and  sonographic  findings. 

Case  Report 

A 56  years  old  male  with  history  of  arterial  hypertension 
and  urinary  tract  infection  was  admitted  to  the  San  Juan 
V.A.  Hospital  for  evaluation  of  a right  renal  mass  found  on 
an  IVP  performed  for  symptoms  of  prostatism.  (Fig.  1) 
Microhematuria  was  found  on  the  urinalysis.  Serum 
creatinine  and  BUN  were  normal. 


Fig.  1:  IVP  Nephrotomogram:  Curved  arrows  point  towards  small 
peripheral  right  renal  mass. 


Radiology  Service  - Ultrasound  Section 

I'eterans  Administration  Medical  and  Regional  Office  Center 
San  Juan,  Puerto  Rico 


Gray  scale  ultrasound  images  showed  a well  defined  mass 
of  3cm.  in  diameter  arising  from  the  mid-portion  of  the  right 
kidney,  laterally,  with  homogeneous  internal  echoes, 
distinct  from  normal  renal  parenchyma.  (Figs.  2,  3) 


Fig.  2:  B Mode  Scan.  LPO  View.  Curved  arrow  demonstrates  well  defined 
mass  arising  from  the  mid  lateral  aspect  of  the  right  kidney. 


Fig.  3:  Magnified  view  of  Figure  2. 
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Angiography  revealed  a lobulated  mass  arising  from  the 
lateral  aspect  of  the  mid  right  kidney  with  tumor  vessels  and 
a large  capsular  branch  supplying  it,  with  a poor  blush,  and 
without  early  draining  veins.  (Figs.  4,  5)  Inferior  veno- 
cavography was  normal. 


Fig.  4:  Arteriogram:  Arterial  phase.  Stráight  arrow  demonstrates  faint 
tumoral  vessels.  Curved  arrow  is  pointing  towards  a large  capsular  branch. 


Fig.  5;  Arteriogram:  Venou^  phase.  Straight  arrows  define  contours  of  the 
lobulated  peripheral  mass  arising  from  the  mid  lateral  renal  cortex. 


A radical  right  nephrectomy  was  performed  with  a 
presumptive  diagnosis  of  renal  cell  carcinoma.  At  surgery,  a 
3 cm.  in  diameter  polypoid  sharply  demarcated  sessile  mass 
arising  from  the  midportion  of  the  kidney  was  found,  which 
was  tan-brown  in  color.  (Fig.  6)  No  areas  of  necrosis  or 
hemorrhage  were  seen.  Light  microscopy  showed  cells  with 
fine  granular  eosinophilic  cytoplasm  with  centrally  located 
nucleus.  No  cellular  atypia  or  mitotic  activity  was  present.  A 
final  diagnosis  of  renal  oncocytoma  was  made. 


Fig.  6:  Photography  of  specimen  shows  mass  in  mid  lateral  aspect  of 
resected  right  kidney. 

Discussion 

Oncocytomas  are  tumors  of  glandular  origin,  mostly 
occuring  in  parotid  gland.  Similar  tumors  have  been  found 
in  the  thyroid,  parathyroid,  adrenal,  pancreas  and  kidney.' 

Renal  oncocytomas  are  considered  to  arise  from  the 
proximal  tubular  epithelial  cells  and  to  have  distinct  gross, 
microscopic  and  clinical  characteristics  which  help  differ- 
entiate them  from  renal  cell  carcinoma.  This  differential  is 
essential  since  accurate  preoperative  diagnosis  may  alter 
subsequent  therapy. 

Grossly,  renal  oncocytoma  is  tannish  brown  without 
hemorrhage  or  necrosis.^  It  is  well  encapsulated  and  does 
not  infiltrate  renal  parenchyma,  veins,  pelvis  or  perinephric 
fat.  Oncocytes  show  no  mitosis  and  have  abundant  mito- 
chondria. 

Renal  cell  carcinoma  is  yellow  to  orange  in  color  with 
frequent  areas  of  hemorrhage  and  necrosis  and  has  infiltra- 
tive properties.-’  Microscopically,  zones  of  clear  and 
granular  cells,  admixed,  are  ususally  present.  Nuclear 
pleomorphism  and  mitosis  is  frequent.  Abundant  mito- 
chrondria  have  been  described  in  granular-cell  type.- 

Renal  oncocytoma  is  usually  asymptomatic,  found 
incidentally  and  thus,  have  an  excellent  prognosis. ^ Renal 
cell  carcinoma  has  been  reported  to  be  asymptomatic  in  over 
20%  of  cases,  in  the  Peter  Bent  Brigham  Hospital  series." 

Diagnostic  ultrasonography  and  computerized  tomo- 
graphy are  highly  sensitive  in  the  differential  diagnosis  and 
management  of  renal  masses. 5 Colemanct.  al.  have  reported 
the  following  sonographic  spectrum  in  renal  cell 
carcinoma:*’ 
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a.  44%  moderately  echogenic  tumors  similar  to  normal 
renal  cortical  echoes; 

b.  35%  minimally  echogenic,  similar  to  cysts; 

c.  21%  irregular  masses  of  greater  echogenicity  than 
normal  renal  parenchyma. 

In  our  patient  the  sonogram  revealed  A solid  mass  of 
greater  echogenicity  than  the  normal  renal  parenchyma, 
thus,  indistinguishable  from  renal  cell  carcinoma. 

CT  of  renal  oncocytoma  has  been  reported  to  show  a well 
marginated  mass,  slightly  denser  than  renal  parenchyma.^ '' 
The  most  often  CT  finding  in  renal  cell  carcinoma  is  a 
heterogenous  mass  with  poor  delineation  from  surrounding 
renal  parenchyma  and  definite  contrast  enhancement. 
These  findings  are  however,  non-specific. 

Radionuclide  studies  with  Tc-glucoheptonate  attempted 
to  differentiate  renal  oncocytoma  from  renal  cell  carcinoma 
based  on  the  assumption  that  TcgHA  might  be  retained  by 
oncocytes,  as  it  occurs  in  renal  proximal  tubular  cells. 
Oncocytomas  would  appear  “hot”  on  static  phase  as 
opposed  to  “cold”  appearance  of  renal  cell  carcinoma.  These 
attempts  have  been  unsuccessful.^ 

Several  reports  suggest  consistent  angiographic  pattern 
for  oncocytomas.^  ^ These  are:  (a)  a “spoke-wheel” 
appearance  of  vessels,  (b)  homogeneous  capillary  nephro- 
graphic  phase  similar  to  renal  parenchyma,  (c)  sharp, 
smooth  margin  with  capsule,  (d)  no  neoplastic  vessels, 
poorly  defined  marging  or  heterogeneous  nephrogram. 

Angiographically,  oncocytomas  show  no  contrast 
puddling,  arteriovenous  shunting  or  renal  vein  invasion.-’ 
Peripheral  oncocytomas  tend  to  be  less  vascular  since  they 
receive  their  blood  supply  from  one  border  of  the  tumor,  as 
seen  in  our  case.  A centrally  located  lesion  obtains  blood 
supply  from  a greater  area  of  the  renal  parenchyma  and 
thus,  presents  the  “spoke-wheel”  appearance.’ 

Percutaneous  mass  biopsy  may  be  thought  to  be  helpful 
but  oncocytes  may  be  found  focally  in  renal  cell  carcinoma.’ 


In  summary,  we  agree  with  Moura  et.  al.  that  in  appro- 
priate clinical  setting  with  characteristic  angiographic  and 
other  diagnostic  findings,  a biopsy  will  help  confirm  the 
diagnosis  of  oncocytoma  and  allow  conservative  treatment 
with  partial  nephrectomy.  However,  in  a number  of  cases, 
radical  nephrectomy  may  still  be  necessary  when  renal  cell 
carcinoma  cannot  be  excluded. 

Abstract 

A case  of  renal  oncocytoma  is  reported.  These  benign 
tumors  arise  from  the  proximal  tubular  epithelial  cells. 
Sonographic,  angiographic  and  computerized  tomographic 
characteristics  are  presented  and  compared  with  those  of 
renal  cell  carcinoma. 

References 

1.  Anderson,  H'.A.D.,  Kissanc,  J.M.:  Pathology  Seventh  Edition, 
1265-66,  1977;  The  C.V.  Mosby  Company,  St.  Louis. 

2.  Sheunfr  Mel  Yu,  G..  Rendler.  Solomon,  el  al:  Renal  Oncocytoma: 
Report  of  Five  Cases  and  Review  of  Literature.  Cancer  1980;  45: 1010- 
1018. 

3.  Moura,  A.C.,  Nascimento,  A.G.:  Renal  Oncocytoma:  Report  of  a 
Case  With  Unusual  Presentation;  J Urol,  1982,  127(2):  311-3. 

4.  Weiner,  S.N.,  Ernsiein,  R.G.:  Renal  Oncocytoma:  Angiographic 
Features  of  Two  Cases.  Radiology  1977;  125:633-35. 

5.  Anihos,  M..4.,  Bosniak,  M.A.  et  al:  Angiographic  Patterns  in  Renal 
Oncocytoma,  Radiology  1978;  129:615-22. 

6.  Maklad,  N.F.,  ei  al:  Ultrasonic  Characterization  of  Solid  Renal 
Lesions.  Radiology  1977;  123:733-39. 

7.  Lauriin,  E.M.,  Gordon,  P.:  Radionuclide  Imaging  and  CT  in  Renal 
Oncocytoma.  Radiology  1981;  138-185-90. 

8.  Gray,  S.E.,  Cornog,  J.L.,  el  al:  Oncocytic  Neoplasm  of  Salivary 
Glands:  A Report  of  Fifteen  Cases  Including  Two  Malignant 
Oncocytomas.  Cancer  1976;  38:1306-17. 

9.  Coleman,  B.G.,  et  al:  Gray  Scale  Sonographic  Spectrum  of  Hyper- 
nephromas. Radiology  1980;  137:757-65. 

10.  Mauro,  M..A.,  el  al:  Computed  Tomography  in  the  Diagnosis  and 
Management  of  the  Renal  Mass.  JAMA  1982;  248:2894-2896. 

I 1.  Abrams,  H.L.:  Renal  Tumor  versus  Renal  Cyst.  Cardiovas.  Radiol. 
1978;  1:59-75,  1978. 


22 


SEGUROS  DE  SERVICIO 
DE  SALUD 

DE  PUERTO  RICO,  INC. 


CUiienes  saben  de  salud 
confían  la  suya 

a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Tríple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  MHROPOLITANA 

Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor’s  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  Psychiatric  Hospital 

(Clínica  Juliá) 

Hospital  Metropolitano 

Hospital  Mimiya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Bayamán 

Hospital  San  Pablo,  Boyamón 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr.  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Arecibo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr.  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa,  Guayama 
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ARTICULOS  ESPECIALES 


Etiología  de  la  Diabetes 
Mellitus 

Adolfo  Pérez-Comas,  M.D.,  Ph.  D. 
María  T.  Martínez  de  Prado,  Lie.  Farmacia 

La  causa  específica  del  trastorno  endocrino-metabólico 
que  tiene  lugar  en  la  Diabetes  Mellitus  no  es  bien 
conocida.  Como  factores  etiológicos  de  importancia  se 
discuten  mecanismos  hereditarios  y ambientales, 
destacando  posibles  procesos  interactivos  de  un  trasfondo 
genético,  infecciones  virales  y trastornos  autoinmunes. 

Herencia 

Múltiples  sugerencias  han  sido  postuladas  en  la  etiología 
de  la  diabetes  sacarina.  Su  presentación  familiar  ha  sido 
conocida  por  siglos.  Diversas  formas  de  transmisión  here- 
ditaria han  sido  postuladas,  incluyendo  la  autosómica 
dominante  con  penetrancia  relativa,  la  autosómica  recesiva, 
la  ligada  al  sexo,  y la  herencia  poligénica  o multifactorial, 
dando  lugar  a un  sinnúmero  de  controversias. 

La  diabetes  mellitus  es  una  condición  heterogénea,  en  la 
cual  interaccionan  factores  hereditarios  y ambientales. 
Datos  clínicos  y de  laboratorio  tienden  a indicar  que  se  trata 
de  entidades  diferentes  con  sintomatología  común,  pero  con 
diferentes  orígenes  y grado  de  severidad. 

Está  claro  que  la  diabetes  insulinodependiente  ( IDD, 
Tipo  1 ) y la  no-insulinodependiente  (NIDD,  Tipo  II)  son 
dos  síndromes  distintos.  En  la  mayoría  de  los  casos,  la 
diabetes  insulinodependiente  es  una  condición  poligénica. 
Los  genes  responsables  de  la  condición  están  probablemente 
localizados  en  los  brazos  cortos  del  cromosoma  6,  asociados 
a diversos  marcadores  genéticos  (HLA,  complemento  C4, 
factor  properdina  B,  factor  Kidd,  y glioxalasa  - 1 ),  los  cuales 
se  encuentran  con  más  frecuencia  en  la  Diabetes  Tipo  1. 
Diversos  autores  han  demostrado  un  aumento  en  el  riesgo 
de  desarrollar  diabetes  insulinodependiente  en  aquellos 
sujetos  que  presentan  haplotipos  HLA  - B15,  B8,  DR3, 
DRW3,  y DWR4.  Aquellos  sujetos  que  presentan  DR3  o 
DR4  tienen  un  riesgo  de  desarrollar  la  Diabetes  Tipo  I de  3 a 
4 veces  mayor  que  la  población  en  general.  Los  individuos 
heterocigóticos  con  DR3  y DR4  presentes  simultánea- 
mente, presentan  un  riesgo  20  a 40  veces  mayor  en  las 
poblaciones  caucásicas. 

Tres  asociaciones  sugieren  una  predisposición  a diabetes 
insulinodependiente  con  comienzo  a diferentes  edades.  A 
los  10  años  o menos,  HLA  18  - Bf  El  - DR3  - C4x;  a los  20 


años  o más,  HLA  B 15  - - BP  - C4m-  DR4;  y,  a cualquier 

edad,  HLA  B8  - C2'  - BP  - C4P  - DR3.  Con  toda  probabi- 
lidad, varios  genes  están  envueltos  con  la  posibilidad  de 
varias  formas  de  transmisión  hereditaria. 

Los  individuos  que  poseen  los  haplotipos  HLA  B7  y 
DRW2  o DR2  suelen  estar  protegidos  de  la  condición,  pero 
esto  sólo  puede  representar  un  desequilibrio  de  ligamiento. 
Estudios  realizados  en  gemelos  diabéticos  han  demostrado 
relación  y concordancia  con  los  grupos  HLA.  Parece  ser  que 
los  haplotipos  HLA  son  marcadores  genéticos  íntimamente 
relacionados  con  los  genes  diabetogénicos.  Los  sujetos  a 
riesgo  podrían-  ser  identificados  entre  los  hermanos  y 
parientes  inmediatos  de  los  sujetos  afectados  con  haplotipos 
similares.  Esto  ya  ha  sido  realizado  en  el  Hospital  San 
Bartolomé,  en  el  Estudio  Windsor,  en  Inglaterra. 

Medio  Ambiente 

Los  factores  ambientales  juegan  un  papel  preponderante 
en  el  desarrollo  y presentación  de  múltiples  enfermedades. 
Heredamos  la  predisposición  por  la  enfermedad  (genotipo), 
pero  dependiendo  de  los  factores  ambientales  y externos,  se 
puede  manifestar  o no  (fenotipo).  Podría  decirse  que  existe 
una  diátesis  diabética,  siguiendo  el  sentido  de  diátesis  de 
Hipócrates.  Ello  ocurre,  con  toda  probabilidad,  en  la 
diabetes  mellitus.  En  la  Diabetes  Tipo  I los  factores  ambien- 
tales parecen  ser  muy  importantes.  Entre  ellos,  las  enferme- 
dades infecciosas,  especialmente  las  virales,  han  sido 
implicadas  como  agentes  causales  de  importancia.  En  la 
Diabetes  Tipo  H,  la  obesidad,  el  estado  nutricional  general, 
y la  escasa  actividad  física,  juegan  un  papel  importante  en 
los  sujetos  predispuestos.  Se  ha  dicho  “que  la  diabetes  carga 
el  cañón  y otros  factores  tiran  del  gatillo”. 

Etiología  Viral 

La  diabetes  insulinodependiente  es  más  frecuente  durante 
ciertas  épocas  del  año,  posiblemente  relacionada  con  ciertas 
endemias  virales.  Se  observa  el  mismo  patrón  estacionario 
en  distintas  regiones  del  globo.  La  etiología  viral  ha  sido 
fuertemente  eonsiderada,  especialmente  con  aquellos  virus 
que  afectan  el  páncreas  humano  (paperas),  Coxackie, 
sarampión  alemán,  mononucleosis  infecciosa),  pero  al 
momento  no  hay  correlaciones  concretas.  Se  ha  informado 
de  un  caso  donde  se  recobró  el  virus  Coxackie  del  páncreas 
de  un  sujeto  afectado,  documentándose,  en  el  laboratorio,  la 
transmisión  posterior  de  la  condición  en  animales. 

La  etiología  viral  y la  genética  no  se  excluyen  una  a la 
otra.  Los  receptores  celulares  para  agentes  infecciosos 
podrían  determinar  que  sujetos  se  infectan.  Dichos  recep- 
tores han  sido  demostrados  en  varias  enfermedades 
infecciosas,  entre  las  que  destaca  la  hepatitis  infecciosa.  Se 
ha  postulado  que  en  la  diabetes  insulinodependiente  se 
hereda  un  receptor  para  un  virus  betatrópico.  Los  indivi- 
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duos  en  los  cuales  se  produzca  un  daño  total,  o prácti- 
camente total,  de  los  islotes  tisulares  presentarán  la 
condición  clínica. 

Autoínmunídad 

Los  trastornos  autoinmunes  pueden  ser  inducidos  por 
infecciones  virales  mediante  un  efecto  directo  en  la  célula 
beta,  dando  lugar  a daño  celular  y la  producción  de 
antígenos  que  pueden  desencadenar  la  formación  de  anti- 
cuerpos, Nerup,  Bottazzo  y colaboradores,  han  demostrado 
la  presencia  de  anticuerpos  anti-células  de  islotes  en 
diabéticos  recién  diagnosticados.  Lendrum  ha  observado 
una  mayor  frecuencia  de  anticuerpos  anti-citoplasmáticos  y 
antipancreáticos  en  los  diabéticos  insulinodependientes  que 
en  los  no  insulinodependientes.  Cudworth  y colaboradores 
han  demostrado  que  la  técnica  de  ensayo  inmunofluores- 
cente  de  fijación  de  complemento  para  la  detección  de 
anticuerpos  anti-citoplasma  de  células  de  islotes  (ICA) 
resulta  muy  útil  en  predecir  aquellos  familiares  de  diabéticos 
tipo  1 que  incipientemente  están  desarrollando  la  condición. 
Resulta  de  interés  el  destacar  que  los  anticuerpos  por 
fijación  de  complemento  anticitoplasma  de  células  de  islote 
(CF  ICA)  de  los  hermanos,  se  asocia  a los  haplotipos  del 
sujeto  insulinodependiente,  a diferencia  de  los  anticuerpos 
no  fijadores  de  complemento  anti-citoplasma  de  islotes 
(ICA  IgG).  En  dos  terceras  partes  de  los  casos  nuevos 
estudiados,  particularmente  en  la  etapa  aguda  de  la 
diabetes,  se  han  demostrado  anticuerpos  contra  la  superficie 
celular  (ICSA).  Los  títulos  de  éstos,  al  igual  que  los  de  CF 
ICA  disminuyen  en  el  primer  año  posterior  al  diagnóstico. 

Entre  las  causas  más  raras,  la  diabetes  sacarina  es  más 
frecuente  en  los  niños  afectos  del  síndrome  de  sarampión 
alemán  congénito.  Nosotros  hemos  observado  un  aumento 
de  la  incidencia  de  tiroiditis  de  Hashimoto  en  dichos 
pacientes.  La  tiroiditis  crónica  linfocitaria  es  una  enfermedad 
autoinmune  que  se  asocia  frecuentemente  a la  diabetes 
mellitus  y a otras  enfermedades  autoinmunes.  Con  toda 
probabilidad  el  mismo  tipo  de  daño  celular  que  induce  la 
diabetes,  se  produce  en  otros  tejidos,  dando  lugar  a la 
aparición  varios  meses  o años  después  de  la  tiroiditis  de 
Hashimoto.  Los  niños  con  el  síndrome  de  sarampión 
alemán  congénito  suelen  presentar  una  mayor  frecuencia  de 
haplotipo  HLA  B8,  el  mismo  que  es  más  frecuente  en  los 
diabéticos,  y que  parece  estar  relacionado  a procesos 
autoinmunes.  Esto  podría  representar  un  ejemplo  específico 
de  etiología  viral  y autoinmune  en  una  condición  que  puede 
ser  desencadenada  por  diversos  agentes  etiológicos. 

Otro  marcador  genético  asociado  a la  resistencia  a 
infecciones  virales  ha  sido  estudiado  en  una  población 
Vasca  Francesa.  Una  deficiencia  parcial  o total  del  comple- 
mento C4  ha  sido  relacionada  como  un  factor  de  riesgo  en 
este  grupo.  El  haplotipo  ES"  no  permite  la  expresión  de 
C4S'’,  podiendo  ser  responsable  de  la  deficiencia  parcial  de 
C4,  al  igual  que  con  otro  haplotipo,  el  C4F''S.  Este  último  se 
asocia  al  H LA  B8  y el  C4FS*’  con  el  B 15.  El  complemento  C4 
es  importante  para  la  neutralización  viral,  su  deficiencia 
podría  favorecer  la  acción  de  virus  diabetogénicos  en  sujetos 
susceptibles. 

Recientemente,  Gorsuch  y colaboradores  informaron  sus 
observaciones  en  sujetos  a riesgo  de  desarrollar  diabetes 
mellitus,  identificados  por  haplotipos  HLA,  y seguidos  con 
determinaciones  de  CE  - ICA  y ICA  - IGg.  En  un  estudio 


prospectivo,  llevado  a cabo  en  tres  años,  han  observado  el 
desarrollo  de  diabetes  en  6 parientes  de  diabéticos 
insulinodependientes,  con  un  intérvalo  de  más  de  un  año 
antes  de  la  detención  de  cualquier  anormalidad  metabólica 
en  4 de  ellos.  En  todos  los  sujetos,  los  ICA  - IGg  eran 
positivos  desde  el  comienzo,  y los  CF  - ICA  fueron  positivos 
en  5.  Estas  observaciones  sugieren  que  alteraciones  patoló- 
gicas tempranas  pueden  preceder  el  debut  clínico  por  varios 
años. 

Otros  Trastornos  Pancreáticos 

La  extirpación  de  más  del  80%  del  páncreas,  y las  calcifi- 
caciones pancreáticas  son  también  causa  de  deficiencia 
insulínica,  y por  ende  de  diabetes  mellitus.  La  diabetes  no- 
insulinodependiente  no  ha  sido  asociada  con  haplotipos 
H LA  excepto,  quizás  en  algunos  Japoneses,  en  un  grupo  de 
pacientes  jóvenes  con  este  tipo  de  diabetes,  y en  un  grupo  de 
Españoles,  informado  por  Arnaiz-Villera  y colaboradores. 
En  este  último  estudio,  los  hallazgos  sugieren  que  los 
haplotipos  H LA  B 18  y no-BfF  1 puede  estar  relacionado  a la 
diabetes  Tipo  H en  sujetos  de  esta  nacionalidad.  Trabajos 
recientes  de  Nerup  y colaboradores,  realizados  en  diabétitos 
no-insulinodependientes,  sugieren  una  estructura  anormal 
del  DNA  en  la  región  del  gen  de  la  insulina,  localizado  en  el 
cromosoma  11.  En  un  futuro  no  lejano,  este  marcador,  al 
igual  que  otros,  podrán  ser  útiles  en  la  evaluación  de  la 
enfermedad,  y en  el  descubrimiento  de  los  mecanismos 
hereditarios,  como  también  sus  complicaciones. 

La  diabetes  Tipo  II  ha  sido  observada  en  jóvenes  y adoles- 
centes con  una  transmisión  hereditaria  autosómica 
dominante.  Este  grupo  era  previamente  conocido  como 
Diabetes  de  la  Edad  Madura  del  Joven(MODY),  clasificán- 
dose en  este  momento  como  una  variante  de  la  Diabetes 
Tipo  11,  la  cual  quizás  debería  renominarse  como  Diabetes 
No-lnsulinodependiente  del  Joven  (NIDDY). 

En  resumen,  la  diabetes  mellitus  es  una  enfermedad 
heterogénea.  En  la  diabetes  insulinodependiente,  la  suscep- 
tibilidad es  heredada,  pero  sus  manifestaciones  dependen  de 
los  aún  no  bien  definidos  factores  ambientales.  Se  conoce  de 
otras  formas,  muy  raras,  de  formas  de  diabetes  asociadas  a 
múltiples  síndromes  genéticos  específicos  con  una 
transmisión  hereditaria  específica.  En  los  diabéticos  no- 
insulinodependientes,  los  factores  hereditarios  parecen  ser 
más  relevantes. 
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ELECTROCARDIOGRAM 
OF  THE  MONTH 

Charles  D.  Johnson,  M.D.,  F.A.C.C. 


This  43-year-old  male  had  a history  of  treated 
tuberculosis  12  years  prior,  asthma  and  chronic 
smoking.  He  become  symptomatic  with  dyspnea,  chest  pain 
and  weight  loss.  Antituberculous  therapy  was  begun. 
Echocardiography  showed  moderate  anterior  and  posterior 
pericardial  effusion.  Examination  revealed  tachycardia, 
disorientation,  positive  Kussmaul  and  Ewart’s  signs, 
pericardial  knock  and  friction  rub,  a systolic  apical  murmur 
and  leg  edema.  A chest  roentgenogram  showed  severe 
cardiomegaly,  pleural  thickening,  opacification  of  the  right 
upper  lobe  and  tracheal  shift. 


Three  days  he  was  found  on  the  floor  unconscious. 
Tachypnea  ensued;  the  arterial  pO’was  33  and  the  pC02  69 
mm  Hg;  the  pH  was  7.12.  Pericardial  tamponade  was 
diagnosed.  Two  pericardiocenteses  recovered  bloody 
material.  During  the  third  attempt  the  patient  developed 
cardiorespiratory  arrest.  An  electrocardiogram  obtained 
four  days  prior  is  illustrated  in  Figure  1. 

Questions 

1.  What  are  the  electrocardiographic  diagnoses? 

2.  What  are  the  clinical  diagnoses  and  cause  of  death? 


ANSWERS 


Sinus  tachycardia 

Marked  right  axis  deviation 

Right  ventricular  (RV)  enlargement. 

Autopsy  revealed  emphysema  and  pulmonary  fibrosis. 
There  was  no  pericarditis,  but  blood  in  the  pericardial  sac. 
The  RV  was  enlarged,  dilated  and  had  a wall  diameter  of  7 
mm. 

A puncture  hole  in  the  RV  wall  was  believed  to  the  present! 


Suggested  Reading 

1.  Padmavali  S,  Raizada  V:  Electrocardiogram  in  chronic 
cor  pulmonale.  Br  Heart  J 34;  658,  1975. 

2.  Wong  B,  Murphy  J,  Chang  CJ.  et  al:  The  risk  of  pericar- 
diocentesis. Am  J Cardiol  44;  1110,  1979. 
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Cardiology,  Rio  Piedras,  P.  R.  00936. 
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NONINVASIVE  DIAGNOSIS  OF  PERSISTENT  FETAL 
CIRCULATION  VERSUS  CONGENITAL 
CARDIOVASCULAR  DEFECTS.  Linday  LA, 
Ehlers  KH,  O’Loughlin  JE,  La  Gamma  EF, 

Engle  MA.  Am  J Cardiol  1983;  52:847-851 

Los  defectos  congénitos  cardíacos  junto  con  la  enfer- 
medad vascular  pulmonar  hipertensa  son  causas  frecuentes 
; de  cianosis  en  el  neonato.  En  el  síndrome  de  circulación  fetal 
i persistente  (CFP)  la  resistencia  pulmonar  elevada  causa  un 
¡ corto  circuito  de  derecha  a izquierda  a nivel  atrial  y/ o del 
conducto  arterioso.  La  diferenciación  entre  CFP  y una 
¡ cardiopatía  congénita  cianosante  debe  hacerse,  pero  la 
mayoría  de  las  veces  requiere  cateterismo  cardíaco  para 
' poder  diferenciarlas,  lo  que  conlleva  un  riesgo  adicional  en 
un  neonato  críticamente  enfermo.  A pesar  del  ecocardio- 
grama  bidimensional  aún  se  hace  difícil  diferenciar  con 
precisión  estas  dos  entidades.  Con  el  propósito  de 
estructurar  un  método  no  invasivo  que  permitiese  mayor 
precisión  diagnóstica  los  miembros  de  la  División  de 
, Cardiología  Pediátrica  del  New  York  Hospital  de  la  Escuela 
’ de  Medicina  de  la  Universidad  de  Cornell  emprendieron  el 
siguiente  estudio. 

Se  analizaron  15  casos  consecutivos  donde  hubo  dificul- 
tad en  este  diagnóstico  diferencial.  El  artículo  analiza  los 
hallazgos  electrocardiográficos  (ECG),  de  gases  arteriales  y 
; del  ecocardiograma  bidimensional  (con  y sin  contraste)  de 
' estos  casos.  Aquellos  casos  con  cardiopatías  congénitas 
cianosantes  que  pudieron  ser  diagnosticados  sin  dificultad 
I fueron  excluidos  del  estudio. 

Los  hallazgos  en  ECG  de  anormalidades  del  eje  eléctrico  e 
‘ hipertrofia  y la  sospecha  de  defecto  cardíaco  en  el  ecocardio- 
, grama  2-D  fueron  los  hallazgos  más  útiles  para  diferenciar 
i|  CFP  de  una  cardiopatía  congénita.  La  presencia  de 
cortocircuito  de  derecha  a izquierda  a nivel  atrial  o del  ducto 
I arterioso  no  fue  de  utilidad  pues  en  ambos  grupos  estaba 
: presente. 

Se  diseñó  un  esquema  diagnóstico  para  facilitar  la  dife- 
1 renciación  entre  estas  dos  entidades:  si  el  ECG  no  demuestra 
I anormalidades  en  su  eje  eléctrico,  ni  de  hipertrofia;  el 
I ecocardiograma  2-D  no  demuestra  anomalía  estructural 
cardíaca  y el  retorno  venoso  pulmonar  anómalo  y la 
. coartación  de  la  aorta  pueden  ser  excluidas,  entonces  una 
! cardiopatía  congénita  puede  ser  efectivamente  descartada. 

I Los  autores  sugieren  que  este  esquema  diagnóstico  permi- 
¡ tirá  asegurar  el  manejo  óptimo  del  neonato  cianótico  en 


quien  se  sospecha  CFP.  Se  eliminan  así  los  riesgos  que 
conllevan  el  cateterismo  cardíaco  y la  angiocardiografía  (en 
un  paciente  por  lo  regular  muy  enfermo)  sin  que  se  pueda 
fallar  el  diagnóstico  de  una  cardiopatía  congénita 
significativa. 

Rafael  Villavicencio,  MD,FACC 

EDITORS  COLUMN.  AN  EPIDEMIC  OF  PREMATURE 
TELARCHE  IN  PUERTO  RICO.  Bongiovanni 
Am.  J Pediatr  1983;  103:  245-246 

Se  define  la  telarquia  prematura  como  el  desarrollo  de  la 
mama  antes  de  los  8 años  de  edad  sin  otros  signos  de 
desarrollo  sexual.  Entre  las  causas  que  ha  sido  posible 
identificar  se  encuentran  la  exposición  a estilbesterol, 
estrógenos  incluyendo  cosméticos  y alimentos  o medica- 
mentos contaminados  con  estrógenos  tales  como  vitaminas, 
tónicos  y en  una  ocasión,  isoniacida.  Comenta  el  autor  sobre 
el  gran  número  de  casos  de  telarquia  prematura  informados 
en  Puerto  Rico  desde  el  1972:  322  por  Saenz  y 272  por  Pérez- 
Comas.  La  mayoría,  por  razones  que  se  desconocen,  sucedió 
en  niñas  y en  41  de  las  60  en  las  que  se  hizo  la  sonografía  se 
encontraron  quistes  en  los  ovarios.  Estos  se  han  encontrado 
en  animales  experimentales  tratados  con  estrógenos. 
Bongiovanni  opina  que  es  probable  que  la  causa  sea 
exógena  e informa  haber  encontrado  en  su  laboratorio  can- 
tidades significativas  de  estrógenos  en  muestras  de  carne  de 
pollo  y otras  carnes,  pero  no  en  la  leche.  No  se  ha  identi- 
ficado el  tipo  de  estrógeno,  pero  no  es  ni  estilbesterol  ni 
zeranol.  Desde  que  se  le  ha  dado  publicidad  al  problema  la 
incidencia  ha  bajado  en  la  serie  de  Sanz  lo  que  hace  pensar 
en  que  es  posible  que  se  haya  interrumpido  la  práctica  de 
darle  estrógenos  a los  animales.  Otra  posibilidad  es  que  los 
animales  se  estén  alimentando  de  una  planta  rica  en 
estrógenos.  Otras  drogas  que  pueden  causar  ginecomastia 
son  espironolactona,  cimetidina,  marihuana,  digital  y las 
fenotiacinas. 

José  E.  Sifontes,  MD,  FAAP. 

CAT  SCRATCH  DIASEASE:  A BACTERIAL 
INFECTION.  Wear  DJ  et  al.  Science  I983;221: 1403-1406 

Por  primera  vez  se  ha  logrado  identificar  una  bacteria  en 
los  tejidos  de  pacientes  afectados  por  la  enfermedad  del 
arañazo  de  gato.  La  misma  se  descubrió  empleando  colo- 
rantes especiales  (Warthin  - Starry  y Brown-Hopps).  Es 
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gramnegativa,  pleomórfica  de  0.3  a 1.0  micrómetros  porO.6 
a 3.0  micrómetros  y no  es  ácido  resistente.  Se  encuentra  en 
las  paredes  de  los  capilares,  en  los  vasos  trombosados,  en  el 
tejido  necrótico  y abunda  en  los  vasos  afectados  y en  los 
microabscesos. 


José  E.  Sifontes,  MD,  FAAP. 

ESOPHAGEAL  ATRESIA:  PRIMARY  RESULTS  OF 
500  CONSECUTIVELY  TREATED  PATIENTS 
Louhimo,  L,  Lindahl,  H.  J.  Pediat.  Surg.  18:  217-229, 1983 

El  artículo  presenta  la  experiencia  en  un  hospital 
pediátrico  en  Helsinki  con  la  condición  de  atresia  de  esófago 
durante  30  años.  Describe  en  general  la  tendencia  documen- 
tada ya  en  otros  estudios  longitudinales  de  una  marcada 
mejoría  en  la  sobrevida  asociada  con  el  mejor  manejo 
operatorio  y perioperatorio  de  estos  recién  nacidos.  Al 
principio  del  período  de  estudio  la  mortalidad  promediaba 
81%,  mientras  que  ya  para  el  1983  se  había  reducidoal  15%. 
Se  discuten  los  factores  importantes  en  el  pronóstico  de 
estos  casos,  incluyendo  anomalías  asociadas,  el  bajo  peso  y 
prematurez,  y las  complicaciones  postnatales  agudas  como 
las  pulmonías.  Las  ventajas  de  varias  técnicas  quirúrgicas  y 
las  complicaciones  asociadas  se  analizan  en  detalle.  El 
cuadro  final  que  nos  presenta  de  la  atresia  esofágica  es  de 
una  condición  inminentemente  tratable  y con  alta  expecta- 
tiva de  éxito  terapéutico,  y nos  provee  un  standard  para 
comparar  nuestros  resultados. 

Pedro  J.  Rosselló,  MD,  FACS,  FAAP 

EFECTO  DE  INFECCIONES  CERVICALES  EN  EL 
EMBARAZO:  Harrison,  H,R.,  et  al  J.A.M.A. 

250:  1721,  1983 

El  doctor  Harrison  y colaboradores  evaluaron  prospecti- 
vamente el  impacto  de  infecciones  cervicales  por  Chlamydia 
trachomatis  y mycoplasma  en  la  morbilidad  y mortalidad 
durante  el  embarazo  en  un  grupo  de  1,365  mujeres  no  selec- 
cionadas que  fueron  admitidas  al  estudio  en  su  primera 
visita  prenatal.  Los  expedientes  se  revisaron  para  la  edad 
gestacional  al  parto,  duración  del  trabajo  de  parto,  duración 
de  rotura  de  membranas,  frecuencia  de  natimuertos, 
frecuencia  de  abortos  espontáneos,  evidencia  de  amnionitis 
y fiebre  postparto. 

Los  micro-organismos  más  frecuentes  implicados  en 
infección  fueron  C.  trachomatis  (8%),  Mycoplasma  hominis 
23.5%)  y Ureplasma  urealyticum  (72.3%).  Utilizando 
técnicas  de  regresión  múltiple  de  logística  se  identificaron 
los  factores  predictivos  independientes.  Infecciones  con  C. 
trachmomatis  y U.  urealyticum  se  correlacionaron  con 
mujeres  de  menos  de  23  años  que  provinieron  de  grupos 
socioeconómicos  bajos.  M.  hominis,  se  correlacionó  con 
pacientes  que  tenían  múltiples  parejos  sexuales  y venían  de 
grupos  socioeconómicos  más  altos  y predecía  endometritis 
después  de  un  parto  vaginal. 

Las  mujeres  con  infecciones  por  C.  trachomatis  positivos 
para  IgM  tenían  una  frecuencia  más  alta  de  infantes  de  bajo 
peso  al  nacer  y con  rotura  prematura  de  membranas.  Estos 
valores  eran  significativamente  más  altos  que  en  mujeres 
que  fueran  IgM  negativos  para  C.  trachomatis  o que  no 
tuviesen  evidencia  de  infección. 


En  este  estudio  la  presencia  de  infección  con  ureplasma 
urealyticum  no  pudo  correlacionarse  con  morbilidad 
durante  el  embarazo  o inmediatamente  postparto.  Los 
autores  concluyen  que  la  infección  definida  serológicamente 
debe  ser  examinada  en  relación  al  resultado  del  embarazo 
para  todos  los  patógenos  genitales  y recomiendan  que  por  el 
momento  la  estrategia  de  tratamiento  debe  enfocarse  en 
prevención  de  enfermedad  en  el  neonato. 

Carlos  H.  Ramírez-Ronda,  MD,  FACP 


TREATMENT  OF  ATYPICAL  MYCOBACTERIAL 
DISEASE.  Bailey  WC,  Chest  1983,  84  (S):  625 


La  importancia  de  este  artículo  estriba  en  que  el  autor 
presenta  una  nueva  clasificación  de  los  organismos  atípicos 
basada  no  en  las  características  de  crecimiento  como  la 
actual  clasificación  de  Runyon  sino  en  características 
clínicas  tales  como  si  el  organismo  es  o no  patógeno,  y de  ser 
patógeno  si  es  fácil  o difícil  el  tratarlo  con  la  quimioterapia 
standard. 

También  el  autor  utiliza  la  localización  de  las  lesiones  más 
comunes  causadas  por  las  diferentes  microbacterias  atípi- 
cas. Así,  están  incluidas  las  que  causan  enfermedad  pulmo- 
nar, linfadenitis,  tejidos  blandos,  huesos,  articulaciones  y 
otras. 

Según  la  respuesta  a la  quimioterapia  se  dividen  en: 


Fácil  de  tratar 

M.  Kansaii 
M.  Xenopi 
M.  Szulgai 
M.  Marium 
M.  Ulurans 


Difícil  de  tratar 

A.  M.Avium-intracellulare 
M.  Scrofulaceum 

M.  Simiae 

B.  M.  Chelonei 
M.  Fortuitum 


Todas  las  que  pertenecen  a la  Clase  A responden  compa- 
rablemente con  M.  Avium  y las  de  la  Clase  B responden  a 
alguno  de  los  agentes  antibióticos  standard. 

El  autor  hace  ciertas  recomendaciones  sobre  el  manejo  de 
las  infecciones  pulmonares  como: 


1 . El  tratamiento  de  cualquier  condición  obstructiva  que 
frecuentemente  va  asociada  con  la  micobacteria  atípica 
pulmonar.  El  uso  de  bronco  dilatadores  concomitantemente 
con  los  antibióticos  regulares  antituberculosos. 

2.  Si  el  paciente  tiene  esputo  purulento  usualmente 
asociado  con  H.  influenza,  neumococo  u otra  bacteria 
típica,  el  autor  recomienda  el  uso  de  tetraciclina  o 
ampicilina  una  semana  al  mes  concomitantemente  con  el 
agente  contituberculoso  en  uso. 

3.  Si  hay  una  lesión  quirúrgicamente  resecable  en  un 
paciente  que  sea  un  buen  riesgo  operatorio,  el  autor  reco- 
mienda la  remoción  total  de  la  lesión  seguida  del  continuo 
uso  de  la  quimioterapia  antituberculosa  por  un  total  de  dos 
años. 


Nota  Editorial: 

Esta  nueva  clasificación  es  de  gran  ayuda  al  médico  en  el 
enfoque  inmediato  del  tratar  o no  tratar  cada  paciente  en 
particular. 

Creo  que  pronto  veremos  la  incorporación  de  esta  nueva 
clasificación  en  los  libros  de  texto. 

Ramón  E.  Figueroa  Lebrón,  MD,  FCCP 
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^ GANGRENOUS  CHOLECYSTITIS:  DIAGNOSIS  BY 
ULTRASOUND.  Jeffrey  RB,  et  al.  Radiology 
1983,  148:  219-221 

Sonographic  findings  were  analyzed  in  19  patients  with 

I surgically  proved  gangrenous  cholecystitis.  In  8 patients 
(42%),  there  were  no  specific  features  that  would  allow 
differentiation  from  typical  un-complicated  acute 
i cholecystitis.  However,  in  1 1 patients  (58%)  atypical 
¿ findings  were  present,  including  intraluminal  membranes 
i and/or  marked  irregularities  of  the  gallbladder  wall.  These 
' features  are  unusual  in  uncomplicated  acute  cholecystitis 
and  should  prompt  close  clinical  observation  for  possible 
gangrenous  cholecystitis. 

Bernardo  J.  Marqués,  MD 


SCROTAL  MASSES  WITH  A UNIFORMLY 
! HYPERECHOIC  PATTERN.  Vick  CW,  et  al.  Radiology 
I 1983,  148:  209-211 

I 

I Eight  scrotal  masses  which  appeared  homogeneously 
( hyperechoic  on  ultrasound  were  studied;  5 were  testicular 
1 and  3 were  extratesticular.  Pathologically,  there  was  no 
evidence  of  malignancy,  and  most  lesions  considered  of  scar 
tissue  or  fibrosis.  Two  benign  adenomatoid  tumors  were 
encountered.  In  this  series,  a homogeneously  hyperechoic 
scrotal  lesion  was  benign  regardless  of  its  location. 

I Bernardo  Ji  Marqués,  MD 

AEROBIC  EXERCISES.  Sherin  K,  Postgrad.  Med. 

1983,  73:  157-164 

Los  ejercicios  aeróbicos  es  una  forma  de  ejercicio 
dinámico  que  envuelve  movimientos  rítmicos  de  un  gran 
grupo  muscular,  con  intensidades  de  baja  a moderadas  en 
un  período  de  tiempo.  Este  tipo  de  ejercicio  promueve 
incrementos,  relativamente  grande,  del  ritmo  y el  funcio- 
namiento cardíaco,  el  consumo  de  oxígeno,  el  intercambio 
respiratorio,  en  comparación  con  los  ejercicios  estáticos, 
por  lo  tanto  su  meta  es  el  incremento  del  bienestar  cardio- 
vascular. Entre  los  ejercicios  aeróbicos  se  encuentran  el 
correr,  montar  bicicleta,  esquiar,  deportes  con  raqueta, 
handball,  nadar,  baloncesto  y los  bailes  aeróbicos.  Entre  sus 
ventajas  se  encuentran:  disminución  de  peso,  disminución 
de  los  niveles  de  azúcar  y lipoproteínas  de  baja  intensidad, 
reducir  la  presión  sistólica  y prevenir  la  hipertensión 
I esencial,  aumentar  la  vascularización  colateral,  tiene  efectos 
I tranquilizantes  y disminuye  el  riesgo  de  osteoporosis.  Al 
prescribirse  estos  ejercicios  se  le  debe  señalar  al  paciente  que 
I antes  de  comenzar  media  un  período  de  calentamiento,  así 
! como  que  está  contraindicado  si  existe  enfermedad 
cardiaca  severa,  estenosis  aórtica,  arritmias,  aneurismas, 
i toxemia  y desórdenes  metabólicos  descontrolados.  Si  el 
I paciente  tiene  más  de  35  años  y no  está  condicionado,  se  le 
^ debe  hacer  una  prueba  de  ejercicio  (“Treadmill  test”)  antes 
i de  comenzar  su  programa  de  actividades.  Cambios  dieté- 
ticos probablemente  no  sean  necesarios  para  personas  que 
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comienzan  moderadamente  pero  si  es  atleta  que  toma  parte 
en  ejercicios  extenuantes,  el  balance  de  líquidos  y 
electrolitos  así  como  el  mantenimiento  del  almacenaje  de 
glicógeno  muscular  debe  ser  considerado.  Ejercicios 
aeróbicos,  es  pues  uno  de  los  factores  importantes  en  el 
mantenimiento  y reducción  de  las  enfermedades  cardio- 
vasculares, pero  no  es  la  cura  de  todos  los  males  médicos. 

José  R.  Busquéis,  MD 


INFRA  RED  THERMOGRAPHY  IN  THE 
ASSESSMENT  OF  SACROILIAC  INFLAMMATION. 
Grennan  DM,  Caygill  L.  Rheumatology  and  Rehabilitation 
21:  81-87,  1982. 

Este  es  un  estudio  diseñado  para  investigar  la  sensibilidad 
de  la  termografía  infraroja  en  la  detección  de  la  sacroilitis.  El 
estudio  consistió  del  examen  con  termografía,  de  las 
regiones  sacroilíacas  de  un  grupo  de  pacientes  con  espon- 
dilitis anquilosante  y hacer  comparaciones  con  pacientes 
normales  y con  pacientes  con  otras  causas  de  dolor  de  la 
espalda  baja.  Los  termogramas  fueron  analizados  cuantita- 
tivamente y cualitativamente  por  medio  del  patrón  obtenido 
en  fotografías.  Al  mismo  tiempo,  se  detectó  la  actividad 
sacroilíaca  clínicamente,  en  el  mismo  día  de  la  prueba, 
obteniéndose  una  incidencia  baja  en  los  pacientes 
examinados.  En  13  de  los  30  pacientes  con  espondilitis 
aquilosante  se  encontraron  anormalidades  en  termografía 
tanto  en  el  análisis  cualitativo  como  cuantitativo.  Ninguno 
de  los  pacientes  estudiados  con  otras  causas  de  dolor  de 
espalda  baja  demostraron  aumento  en  actividad  sacroilíaca 
por  termografía.  No  se  encontraron  anormalidades  por 
termografía  en  4 pacientes  sin  evidencia  de  sacroilitis  por 
radiografías,  pero  se  observó  una  tendencia  a un  aumento  en 
la  actividad  termográfica  asociada  a un  aumento  en  activi- 
dad clínica.  Se  concluye  que  la  técnica  de  termografía  es  de 
poca  utilidad  en  la  detección  de  la  sacroilitis  teniprana  pero 
puede  ser  de  más  ayuda  en  el  seguimiento  objetivo  de 
pacientes  con  sacroilitis  activa. 

Josefina  Padró  Ramírez,  MD 


EL  ANGULO  DE  LA  ARTICULACION  DE  LA 
RODILLA;  SU  RELACION  CON  LA  ACTIVIDAD  DEL 
QUADRICEPS  FEMORIS  EN  EXTREMIDADES 
NORMALES  Y CON  POST-ARTROTOMIAS.  Krebs  de, 
Staples  WH,  Cuttita  D,  Zickel  RE,  Arch.  Phys.  Med.  Rehab. 

1983,  64:  441-447. 

La  relación  del  ángulo  de  la  articulación  de  la  rodilla  con 
el  esfuerzo  máximo  de  actividad  del  quadriceps  fermoris, 
medida  por  EMG,  fue  examinada  en  30  pacientes  normales 
y 18  pacientes  con  post-menisectomía  de  la  extremidad.  Los 
resultados  demuestran  que  la  unidad  de  actividad  motora, 
depende  no  tan  solo  del  ángulo  de  la  articulación,  también 
depende  de  los  receptores  periferales  de  retroalimentación, 
los  cuales  están  alterados  en  las  extremidades  con  post- 
artrotomías,  produciendo  el  característico  “Extensor  lag”  o 
inhabilidad  de  mantener  la  rodilla  a 0°  al  flexionar  la 
cadera.  Esta  interacción  tan  importante  entre  la  posición  de 
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la  articulación  y la  condición  de  la  extremidad  debe  ser 
tomada  en  consideración  al  evaluar  o rehabilitar  condicio- 
nes patológicas  de  la  articulación.  Hasta  el  presente  las 
teorías  motoras  no  explican  satisfactoriamente  estos 
hallazgos;  se  está  presentando  un  modelo  alterno,  el  cual 
propone  la  integración  del  programa  central  motor  y los 
receptores  períferales  de  retroalimentación,  la  cual  tal  vez,  sí 
explique  el  “Extensor  lag”. 

Carmen  N.  Lebrón,  MD 


LISTA  DE  ANUNCIANTES 

LA  CRUZ  AZUL  DE  PUERTO  RICO 

STUART  PHARMACEUTICALS 
Tenormin 

TRANSAMERICA  OCCIDENTAL  LIFE 

UPJOHN 

Motrin 

MEDI-COOP 

SEGUROS  DE  SERVICIOS  DE  SALUD 
Triple  S 

PFIZER 

Procardia 

US  ARMY 

BANCO  DE  PONCE 
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BRIEF  SUMMARY 

PROCARDIA  ■ (nifedipine)  CAPSULES  For  Oral  Use 

INDICATIONS  AND  USAGE:  I Vasospaslic  Angina:  PROCARDIA  (nifedipine)  is  indicafed  for  the 
management  of  vasospastic  angina  confirmed  by  any  of  the  following  criteria  1 ) classical  pattern 
of  angina  at  rest  accompanied  by  ST  segment  elevation,  2)  angina  or  coronary  artery  spasm  pro- 
voked by  ergonovine,  or  3)  angiographically  demonstrated  coronary  artery  spasm  In  those  patients 
who  have  had  angiography,  the  presence  of  significant  fixed  obstructive  disease  is  not  incompatible 
with  the  diagnosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied  PROCARDIA 
may  also  be  used  where  the  clinical  presentation  suggests  a possible  vasospastic  component  but 
where  vasospasm  has  not  been  confirmed,  e g , where  pain  has  a variable  threshold  on  exertion  or 
in  unstable  angina  where  electrocardiographic  findings  are  compatible  with  intermittent  vaso- 
spasm , or  when  angina  is  refractory  to  nitrates  and/or  adequate  doses  of  beta  blockers 

II.  Chronic  Stable  Angina  (Classical  ENort-Assoclated  Angina):  PROCARDIA  is  indicated  tor 
the  management  of  chronic  stable  angina  (eftort-associated  angina)  without  evidence  of  vasospasm 
in  patients  who  remain  symptomatic  despite  adequate  doses  of  beta  blockers  and  or  organic  nitrates 
or  who  cannot  tolerate  those  agents 

In  chronic  stable  angina  (effort-associated  angina)  PROCARDIA  has  been  effective  in  controlled 
Inals  of  up  to  eight  weeks  duration  in  reducing  angina  frequency  and  increasing  exercise  tolerance, 
but  confirmation  of  sustained  effectiveness  and  evaluation  of  long-term  safety  in  those  patients  are 
incomplete 

Controlled  studies  in  small  numbers  of  patients  suggest  concomitant  use  of  PROCARDIA  and 
beta  blocking  agents  may  be  beneficial  in  patients  with  chronic  stable  angina,  but  available  infor- 
mation IS  not  sufficient  to  predict  with  confidence  the  effects  of  concurrent  treatment,  especially  in 
patients  with  compromised  left  ventricular  function  or  cardiac  conduction  abnormalities  When  in- 
troducing such  concomitant  therapy,  care  must  be  taken  to  monitor  blood  pressure  closely  since 
severe  hypotension  can  occur  from  the  combined  effects  of  the  drugs  (See  Warnings  ) 
CDNTRAINDICATIDNS:  Known  hypersensitivity  reaction  to  PROCARDIA 
WARNINGS:  Excessive  Hypotension:  Although  in  most  patients,  the  hypotensive  effect  of 
PROCARDIA  IS  modest  and  well  tolerated,  occasional  patients  have  had  excessive  and  poorly  tol- 
erated hypotension  These  responses  have  usually  occurred  during  initial  titration  or  at  the  time  of 
subsequent  upward  dosage  adiustment.  and  may  be  more  likely  in  patients  on  concomitant  beta 
blockers 

Severe  hypotension  and  or  increased  fluid  volume  requirements  have  been  reported  in  patients 
receiving  PROCARDIA  together  with  a beta  blocking  agent  who  underwent  coronary  artery  bypass 
surgery  using  high  dose  fentanyl  anesthesia  The  interaction  with  high  dose  fentanyl  appears  to  be 
due  to  the  combination  of  PROCARDIA  and  a beta  blocker,  but  the  possibility  that  it  may  occur  with 
PROCARDIA  alone,  with  low  doses  of  fentanyl,  in  other  surgical  procedures,  or  with  other  narcotic 
analgesics  cannot  be  ruled  out  In  PROCARDIA  treated  patients  where  surgery  using  high  dose 
fentanyl  anesthesia  is  contemplated , the  physician  should  be  aware  of  these  potential  problems  and 
it  the  patient's  condition  permits,  sufficient  time  (at  least  36  hours)  should  be  allowed  tor 
PROCARDIA  to  be  washed  out  ot  the  body  prior  to  surgery 

Increased  Angina:  Occasional  patients  have  developed  well  documented  increased  frequency,  du- 
ration or  severity  ot  angina  on  starting  PROCARDIA  or  at  the  time  of  dosage  increases  The  mech- 
anism of  this  response  is  not  established  but  could  result  from  decreased  coronary  perfusion 
associated  with  decreased  diastolic  pressure  with  increased  heart  rate,  or  from  increased  demand 
resulting  from  increased  heart  rate  alone 

Beta  Blocker  Withdrawal:  Patients  recently  withdrawn  from  beta  blockers  may  develop  a with- 
drawal syndrome  with  increased  angina,  probably  related  to  increased  sensitivity  to  catechol- 
amines Initiation  of  PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected 
to  exacerbate  it  by  provoking  reflex  catecholamine  release  There  have  been  occasional  reports  of 
increased  angina  in  a setting  of  beta  blocker  withdrawal  and  PROCARDIA  initiation  It  is  important 
to  taper  beta  blockers  if  possible,  ralher  than  stopping  them  abruptly  before  beginning 
PROCARDIA 

Congestive  Heart  Failure:  Rarely,  patienis.  usually  receiving  a beta  blocker  have  developed  heart 
failure  after  beginning  PROCARDIA  Palients  with  tight  aortic  stenosis  may  be  at  greater  risk  tor 
such  an  event 

PRECAUTIONS:  General:  Hypotension:  Because  PROCARDIA  decreases  peripheral  vascular 
resistance,  careful  monitoring  ot  blood  pressure  during  the  initial  administration  and  titration 
of  PROCARDIA  IS  suggested  Close  observation  is  especially  recommended  lor  patients  already 
takirjg  medications  that  are  known  to  lower  blood  pressure  (See  Warnings  ) 

Peripheral  edema:  Mild  to  moderate  peripheral  edema,  typically  associated  with  arterial  vaso- 
dilation and  not  due  to  left  ventricular  dysfunction,  occurs  in  about  one  in  ten  patients  treated  with 
PROCARDIA  This  edema  occurs  primarily  in  the  lower  extremities  and  usually  responds  to  diuretic 
therapy  With  patients  whose  angina  is  complicated  by  congestive  heart  failure,  care  should  be  taken 
to  differentiate  this  peripheral  edema  from  the  ettects  of  increasing  left  ventricular  dysfunction 

Drug  interactions:  Beta-adrenergic  blocking  agents  (See  Indications  and  Warnings  ) Experience 
in  over  1400  patients  in  a non-comparative  clinical  trial  has  shown  that  concomitant  administration 
of  PROCARDIA  and  beta-blocking  agents  is  usually  well  tolerated,  but  there  have  been  occasional 
literature  reports  suggesting  that  the  combination  may  increase  the  likelihood  of  congestive  heart 
failure,  severe  hypotension  or  exacerbation  of  angina 

Long-acting  nitrates  PROCARDIA  may  be  safely  co-adminislered  with  nitrates,  but  there  have 
been  no  controlled  studies  to  evaluate  the  antianginal  effectiveness  ot  this  combination 

Digitalis  Administration  of  PROCARDIA  with  digoxin  increased  digoxin  levels  in  nine  of  twelve 
normal  volunteers  The  average  increase  was  45%  Another  investigator  found  no  increase  in  di- 
goxin levels  in  thirteen  patients  with  coronary  artery  disease  In  an  uncontrolled  study  ot  over  two 
hundred  patients  with  congestive  heart  failure  during  which  digoxin  blood  levels  were  not  meas- 
ured, digitalis  toxicity  was  not  observed  Since  there  have  been  isolated  reports  of  patients  with 
elevated  digoxin  levels,  it  is  recommended  that  digoxin  levels  be  monitored  when  initiating,  adiust- 
ing,  and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under-digitalization 

Carcinogenesis,  mutagenesis,  impairment  of  fertility  When  given  to  rats  prior  to  mating,  nife- 
dipine caused  reduced  fertility  at  a dose  approximately  30  times  the  maximum  recommended  hu- 
man dose 

Pregnancy  Category  C Please  see  full  prescribing  information  with  reference  to  teratogeilicity  in 
rats,  embryotoxicity  in  rats,  mice  and  rabbits,  and  abnormalities  in  monkeys 
ADVERSE  REACTIONS:  The  most  common  adverse  events  include  dizziness  or  light-headedness, 
peripheral  edema,  nausea,  weakness,  headache  and  flushing  each  occurring  in  about  10%  ot  pa- 
tients. transient  hypotension  in  about  5%,  palpitation  in  about  2%  and  syncope  in  about  0 5% 
Syncopal  episodes  did  not  recur  with  reduction  in  the  dose  of  PROCARDIA  or  concomitant  antian- 
ginal  medication  Additionally,  the  following  have  been  reported  muscle  cramps,  nervousness, 
dyspnea,  nasal  and  chest  congestion,  diarrhea,  constipation,  inflammation,  lOint  stillness,  shaki- 
ness,  sleep  disfurbances,  blurred  vision,  difficulties  in  balance,  dermatitis,  pruritus,  urticaria,  le- 
ver, sweating,  chills,  and  sexual  difficulties  Very  rarely,  introduction  of  PROCARDIA  therapy  was 
associated  with  an  increase  in  anginal  pain,  possibly  due  to  associated  hypotension 

In  addition,  more  serious  adverse  events  were  observed , not  readily  distinguishable  from  the  nat- 
ural history  ot  the  disease  in  these  patients  It  remains  possible,  however,  that  some  or  many  ot 
these  events  were  drug  related  Myocardial  infarction  occurred  in  about  4%  ot  patients  and  conges- 
tive heart  failure  or  pulmonary  edema  in  about  2%  Ventricular  arrhythmias  or  conduction  disturb- 
ances each  occurred  in  fewer  than  0 5%  ot  patients 

Laboratory  Tests:  Rare,  mild  to  moderate , transient  elevations  of  enzymes  such  as  alkaline  phos- 
phatase, CPK,  LDH,  SCOT  and  SGPT  have  been  noted,  and  a single  incident  of  significantly  ele- 
vated transaminases  and  alkaline  phosphatase  was  seen  in  a patient  with  a history  of  gall  bladder 
disease  after  about  eleven  months  ot  nifedipine  therapy  The  relationship  to  PROCARDIA  therapy  is 
uncertain  These  laboratory  abnormalities  have  rarely  been  associated  with  clinical  symptoms 
Cholestasis,  possibly  due  to  PROCARDIA  therapy,  has  been  reported  twice  in  the  extensive  world 
literature 

HOW  SUPPLIED:  Each  orange,  soft  gelatin  PROCARDIA  CAPSULE  contains  10  mg  of  nifedipine 
PROCARDIA  CAPSULES  are  supplied  in  bottles  ot  100  (NDC  0069-2600-66),  300  (NDC  0069- 
2600-72).  and  unit  dose  (10x10)  (NDC  0069-2600-41)  The  capsules  should  be  protected  from 
light  and  moisture  and  stored  at  controlled  room  temperature  59'"  to  77°E  ( 15°  to  25°C)  in  the  man- 
ufacturer's original  container 

More  detailed  prolessionat  inlormalion  available  on  request  s 1982  Pfizer  Inc 

LABORATORIES  DIVISION 

PFIZER  INC 
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"I  can  cJo  things  that  I 
couldntdo  for  3 yrs  including 
joining  the  human  race  again" 


OmresffomanifnsdKited  ' 
t^erKeenmKmP^rfrom  an 
angina  patient 
uft/jl?  6iis  patient's  etiimience^ 
is  PepKsenSUve  ofmang  4 
unsoikitedixxttmeatafeceived 
not  angatients  will  BBgxxxiair 
ProcarWm  aBHmiltheyjdl 
respond  to  tfms^^edegree  - 


"My  daily  routine  consisted  of 
sitting  in  my  chair  trying  to  stay  alive." 

"My  doctor  switched  me  to 
PROCARDIA as  soon  as  it  became 
available.  The  change  in  my  condition 
is  remarkable." 

"I  shop,  cook  and  can  plant 
flowers  again." 

"I  have  been  able  to  do  volunteer 
work... and  feel  needed  and  useful 
once  again." 


PROCARDIA  can  mean  the  return  toa  more  normal  life 
for  your  patients — having  fewer  anginal  attacks,'  taking 
fewer  nitroglycerin  tablets,^  doing  more,  and  being  more 
productive  once  again 

Side  effects  are  usually  mild  (most  frequently  reported 
are  dizziness  or  lightheadedness,  peripheral  edema, 
nausea,  weakness,  headache  and  flushing,  each  occurring 
in  about  10%  of  patients,  transient  hypotension  in  about 
5%,  palpitation  in  about  2%  and  syncope  in  about  0,5%). 


for  the  varied  faces  of  angina 


* Procardia  is  indicated  for  the  management  of: 

1 ) Confirmed  vasospastic  angina. 

2)  Angina  where  the  clinical  presentation  suggests  a possible 
vasospastic  component 

3)  Chronic  stable  angina  without  evidence  of  vasospasm  in 
patients  who  remain  symptomatic  despite  adequate  doses  of 
beta  blockers  and/or  nitrates  or  who  cannot  tolerate  these 
agents.  In  chronic  stable  angina  (effort -associated  angina) 
PROCARDIA  has  been  effective  in  controlled  trials  of  up  to 
eight  weeks'  duration  in  reducing  angina  frequency  and 
increasing  exercise  tolerance,  but  confirmation  of  sustained 
effectiveness  and  evaluation  of  long-term  safety  in  these 
patients  are  incomplete. 


PROCARDIA 


(NIFEDIPINE)"""’"® 


Please  see  PROCARDIA  brief  summary  on  adjoining  page 


Motrin 


600 mg  Tablets 


I 

r your  patients. 


Upjohn 


Ihe  Upjohn  Company  • Kalamazoo  Michigan  49001  USA 
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Discurso  de  Toma  de  Posesión  a la  Presidencia 
de  la  Asociación  Médica  de  Puerto  Rico 


Quiero  que  mis  primeras  palabras  sean  de  invocación  al 
sumohacedor  para  que  me  ayude  y me  guíe  en  todos 
mis  pasos  y en  todas  las  decisiones  que  me  vea  llamado  a 
tomar  para  el  fiel  descargo  y cumplimiento  de  la 
responsabilidad  delicada  que  acabo  de  asumir.  Junto  a esta 
invocación,  le  pido  al  Supremo  que  ilumine  y renueve  los 
votos  deiSolidaridad,  unión  familiar  y comprensión  a mi 
querida  esposa,  Elba,  y a mis  entrañables  hijos;  Freddie, 
Humbertito,  Elbita,  Iris  y Eldie  Marie,  para  que  tengan  la 
paciencia  y me  ayuden  por  las  horas  que  sé  estaré  fuera  del 
hogar,  descargando  la  responsabilidad  de  conducir  las 
tareas  que  conlleva  la  honrosa  presidencia  de  la  Asociación 
Médica  de  Puerto  Rico. 

La  presidencia  de  la  Asociación  Médica  de  Puerto  Rico 
tiene  para  mí  un  significado  muy  especial  y enaltecedor,  que 
quiero  compartir  con  ustedes.  Significa  que  este  es  el  sitial  y 
esta  es  la  institución  desde  la  cual  estamos  llamados  a 
defender  y a proteger  el  ejercicio  profesional  del  cuidado  y la 
preservación  de  la  salud  para  nuestro  pueblo;  que  ésta  es  la 
institución  que  recoge  en  su  seno  toda  la  gama  de  recursos 
humanos  capacitados  y especializados  en  hacerle  realidad  a 
cada  puertorriqueño  una  vida  saludable  y cada  vez  más 
duradera.  Sin  un  pueblo  saludable.  Puerto  Rico  no  tendría 
base  ni  sentido. 

Afirmo  esto  como  punto  de  partida  a la  consideración  de 
asuntos  a los  cuales  propongo  que  concentremos  nuestra 
atención  en  el  año  que  comienza.  Debemos  de  agilizar  la 
comunicación  interna  de  nuestra  asociación.  Para  ello,  me 
propongo  desarrollar  una  actividad  que  reúna  a todos  los 
pasados  presidentes  de  nuestra  Asociación;  desarrollaré 
talleres  de  relaciones  públicas,  oratoria.  Liderato  y Gerencia 
de  oficina.  Llevaré  información  a los  socios  sobre  todas  las 
actividades  que  se  están  llevando  a cabo;  publicaré  un 
informe  anual  con  resumen  de  la  labor  del  año  que  incluya 
recomendaciones  a seguir.  Se  debe  reforzar  el  Programa  de 
Educación  Médica  Continuada  hasta  llegar  a plasmar  en 
realidad  el  Instituto  de  Educación  Continua;  desarrolla- 
remos un  foro  sobre  temas  relacionados  con  la  salud. 
Continuaré  llevando  a cabo  una  campaña  de  reclutamiento 
de  nuevos  socios,  haciendo  énfasis  en  la  función  de  los  Vice 
Presidentes,  los  consejos  de  la  asociación  y las  secciones  de 
especialidad.  Fomentaré  el  diálogo  constructivo  para  el 
desarrollo  de  nuevas  ideas  en  beneficio  de  los  socios  y la 
comunidad.  Fomentaré  la  participación  en  campañas  de 
otros  grupos  de  la  comunidad  sobre  temas  de  salud; 
propiciaré  estudios  técnicos  sobre  problemas  principales  de 
salud  pública. 

Me  propongo  darle  continuidad  y renovación  a todas  las 
ideas  y acciones  que  vayan  en  beneficio  de  todas  las 
profesiones  de  la  salud  y de  la  población  en  general. 

Quiero  hacer  un  llamado  a la  Legislatura  y al  Ejecutivo, 
para  que  se  exima  del  pago  de  contribuciones  sobre  ingresos 
la  prima  que  paga  la  fimilia  puertorriqueña  por  seguros  de 
salud  ambulatorios  y hospitalarios. 

La  Asociación  Médica  tiene  que  mantenerse  a la  vanguar- 
dia de  todos  los  adelantos,  cambios  y nuevos  enfoques  de  la 
medicina  del  futuro,  así  también,  contra  todo  lo  que 
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amenace  este  progreso.  Entre  los  retos  que  confrontamos  en 
este  momento,  figura  la  propuesta  legislación  para  autorizar 
la  práctica  de  la  naturopatía. 

Ante  la  consideración  de  las  cámaras  legislativas  del  país 
se  encuentra  una  medida  que  puede  atentar  frontalmente 
contra  la  salud  de  nuestro  pueblo,  a la  cual  tenemos  que 
oponernos  con  todo  nuestro  vigor,  y cerrar  filas  como  si 
todos  fuésemos  un  solo  médico  en  el  país.  Se  pretende 
legalizar  la  práctica  de  la  Naturopatía  y del  Naturalismo 
como  fuentes  diz  y que  legítimas  para  preservar  el  cuidado 
de  la  salud  de  nuestro  pueblo.  Esta  postura  no  la  debemos 
tolerar,  es  insostenible  decir,  desde  todo  punto  de  vista,  que 
existe  una  Medicina  Natural  y una  Medicina  Convencional. 
Las  civilizaciones  del  hombre  sobre  la  tierra  y entre  ellas  de 
manera  destacada,  la  civilización  occidental,  reconocen  el 
ejercicio  válido  y honroso  de  una  sola  medicina;  esta  que 
hemos  practicado  por  siglos  y cuyas  técnicas  y principios 
hemos  abrevado  en  centros  universitarios  prestigiosos  de 
Europa  y América.  Es  inaudito  que  cuando,  como  hoy, 
disfrutamos  de  una  esperanza  de  vida  promedio  de  74  años 
de  edad,  se  pretenda  dar  de  legalidad  y autenticidad  a 
intervenir  con  la  salud  a una  persona  que  recibe  escaso 
entrenamiento,  y que  con  ello  pueda  practicar  operaciones, 
realizar  análisis  de  laboratorio  y expedir  certificados  de 
defunción.  Legalizar  la  naturopatía  en  Puerto  Rico  sería  un 
acto  contrario  al  mejor  interés  público  en  el  cuidado  y la 
preservación  de  la  salud  de  nuestro  pueblo,  que  debemos 
rechazar  y a lo  cual  nos  opondremos  con  firmeza  en  todos 
los  foros  que  sean  necesarios.  El  derecho  a discrepar  es 
legítimo  ('  saludable  en  una  democracia  fuerte  y vigorosa. 
Esta  Asociación  y esta  presidencia  habrán  de  ejercer  la 
libertad  de  e.xpresión  en  la  defensa  de  los  legítimos  derechos 
que  nos  asisten  para  salvaguardar  la  salud  de  nuestro 
pueblo.  En  esto,  quiero  enfatizar  que  no  nos  vamos  a dejar 
intimidar. 

Este  es  nuestro  programa  y este  es  nuestro  compromiso 
institucional.  Cuento  con  la  colaboración  eficaz  por 
adelantado  de  todos  mis  compañeros  de  todo  Puerto  Rico 
para  su  realización  y para  su  feliz  cumplimiento.  Busquemos 
la  fuerza  de  la  razón  en  la  solidaridad  para  la  acción 
conjunta  en  beneficio  de  nuestros  objetivos  institucionales  y 
en  el  cumplimiento  de  nuestra  responsabilidad  social.  Así 
espero  honrar  y que  honremos  la  feliz  trayectoria  de 
servicios  que  nuestra  institución  le  ha  aportado  a nuestro 
pueblo  a lo  largo  de  décadas,  que  suman  el  honor,  la 
reputación  y el  prestigio  como  casa  docta  que  nació  y que 
existe  para  velar  por  la  salud  de  nuestro  querido  Puerto 
Rico. 

Le  agradezco  a todos  ustedes  el  haber  tenido  la  calma 
para  oirme  a una  hora  tan  avanzada.  Quería  ser  breve  y lo  he 
conseguido.  Cuento  con  ustedes,  porque  ustedes  pueden 
contar  conmigo. 

Tendremos  éxito.  Ese  éxito  no  será  mío,  sino  de  todos 
nosotros. 

Muchas  gracias. 

12  de  noviembre  de  1983 
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THE  ARMY  NEEDS 
PHYSICIANS 
PART-TIME. 

The  Army  Reserve  offers  you  an  excellent 
opportunity  to  serve  your  country  as  a physician  and 
a commissioned  officer  in  the  Army  Reserve  Medical 
Corps.  Your  time  commitment  is  flexible,  so  it  can  fit 
into  your  busy  schedule.  You  will  work  on  medical 
projects  right  in  your  community.  In  return,  you  will 
complement  your  career  by  working  and  consulting 
with  top  physicians  during  monthly  Reserve  meetings 
and  medical  conferences.  You  will  enjoy  the  benefits 
of  officer  status,  including  a non-contributory  retirement 
annuity  when  you  retire  from  the  Army  Reserve, 
as  well  as  funded  continuing  medical  education  pro- 
grams.  A small  investment  of  your  time  is  all  it  takes 
to  make  a valuable  medical  contribution  to  your  com- 
munity and  country.  For  more  information,  simply 
call  the  number  below. 

ARMY  RESERVE. 
BE  ALLYOU  CAN  BE. 

MAJ  Gerald  C.  Knoll,  MSC 
HQ,  US  Army  Forces  Command 
Attn:  USAR  AMEDD  Procurement 
Ft.  McPherson,  GA  30330 
(404)  752-2376/3105 


Biografía  del 
Dr.  Freddie  H.  Román 
Avilés 
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X ” ació  en  la  noche  del  primero  de  septiembre  del  año 
1938,  en  San  Sebastián.  Hijo  de  don  Cleofe  Román 
Santiago,  agricultor  y comerciante  y de  doña  Patria  Avilés 
López.  Es  el  número  5 entre  8 hermanos.  Está  casado  con  la 
Dra.  Elba  Morales  Medina,  pediatra  que  le  ha  procreado  5 
hijos. 

Realizó  sus  estudios  primarios  en  las  Escuelas  Whittier  y 
Sifre.  Pasó  luego  a la  escuela  Narciso  Rabell  Cabrero  donde 
se  graduó  de  noveno  grado,  con  honores,  en  el  año  1954.  En 
el  1957  se  graduó  con  altos  honores  de  la  Escuela  Superior 
de  San  Sebastián. 

Pasó  a la  Universidad  de  Puerto  Rico  y en  el  1960  se 
gradúa  “Cum  Laude”  de  Pre-Médica.  Fue  Presidente  de  la 
Asociación  de  Pepinianos  Universitarios  ese  año. 

Se  trasladó  a España  en  el  año  1960  y comienza  estudios 
de  Medicina  en  la  Universidad  de  Salamanca  donde  tiene 
que  realizar  una  carrera  de  6 años  que  culminan  en  el  1966, 
cuando  regresa  a Puerto  Rico  graduado  de  Doctor  en 
Medicina.  Aprueba  con  altas  calificaciones  el  examen  de 
reválida  de  Médicos  en  Puerto  Rico. 

Durante  el  año  1966-67  hizo  su  internado  reglamentario 
en  el  antiguo  Hospital  de  Distrito  de  Aguadilla  con  el  grado 
de  Sobresaliente.  Luego  en  los  años  1967-69  trabajó  en  el 
Departamento  de  Maternidad  y Ginecología  del  Hospital  de 
Distrito  de  Aguadilla. 

En  el  año  1969  se  traslada  a continuar  sus  estudios  al 
Hospital  Universitario  de  la  Escuela  de  Medicina  de  la 
Universidad  de  Puerto  Rico,  donde  completa  una  Especia- 
lidad en  Obstetricia  y Ginecología  con  calificación  de  Sobre- 
saliente en  el  año  1972  y en  ese  mismo  año  aprobó  la  primera 
parte  escrita  del  examen  que  administra  la  Junta  Examina- 
dora del  Colegio  Americano  de  Obstetricia  y Ginecología. 
En  el  1971  se  casó  con  la  Dra.  Elba  Morales  Medina. 

Durante  el  año  1972-73  formó  parte  de  la  Facultad  de  la 
Escuela  de  Medicina  de  la  Universidad  de  Puerto  Rico, 
participando  también  en  Estudios  Investigativos  sobre  las 
pastillas  anticonceptivas. 

En  el  año  1973  se  trasladó  a Chicago,  Illinois,  donde  se 
sometió  a un  examen  oral  ante  la  Junta  Examinadora 
(American  Board  of  Obstetrics  and  Gynecology),  siendo 
certificado  como  Especialista  por  el  Colegio  Americano  de 


Obstetras  y Ginecólogos  y autorizado  para  la  práctica  y 
enseñanza  de  su  especialidad. 

En  ese  mismo  año  de  1973  se  trasladó  a Mayagüez  donde 
se  incorporó  al  Departamento  de  Obstetricia  y Ginecología 
del  Centro  Médico,  el  cual  pasó  a dirigir  como  Jefe  de  ese 
Departamento  y donde  llevó  a cabo  funciones  de  ensen- 
ñanza  a Médicos  residentes  hacia  el  grado  de  Especialidad. 
Para  ese  mismo  tiempo  comenzó  una  práctica  privada  limi- 
tada fuera  de  horas  laborables  en  la  ciudad  de  Mayagüez. 

En  el  año  1975  fue  investido  como  “Fellow”  del  Colegio 
Americano  de  Obstetras  y Ginecólogos  en  la  Ciudad  de 
Boston,  Massachusetts. 

Ha  realizado  estudios  post  graduados  en  el  Reading 
Medical  Center,  Pennsylvania,  donde  se  entrenó  en  Lapa- 
roscopía  Diagnóstica  y Operatoria.  También  estudios  post 
graduados  en  Colposcopía,  “Fetal  Monitoring”,  Infertili- 
dad, Endocrinología,  Histeroscopía,  etc. 

En  el  año  1976  se  dedicó  a tiempo  completo  a la  práctica 
de  su  Especialidad  en  la  ciudad  de  Mayagüez,  renunciando 
así  a la  Jefatura  de  Obstetricia  y Ginecología  del  Centro 
Médico  de  Mayagüez.  En  el  año  1981  regresa  a aportar  sus 
conocimientos  en  el  área  de  Colposcopía  al  Centro  Médico 
de  Mayagüez,  labor  que  realiza  en  su  día  libre  de  su  oficina 
por  el  sueldo  nominal  de  un  dólar  al  año,  donde  investiga 
pacientes  con  posibilidad  de  cáncer. 

Fue  presidente  del  Distrito  Oeste  Sociedad  Médica 
Distrito  Occidental  en  el  1981  y Miembro  Activo  de  las 
Facultades  del  Hospital  Bella  Vista,  Perea,  La  Española,  y 
Centro  Médico  de  Mayagüez.  Es  colaborador  estrecho  de 
la  Honorable  Junta  Examinadora  de  Médicos  como 
Examinador  de  la  parte  oral  de  ese  examen.  Participa 
activamente  en  programas  televisados  de  orientación 
médica  al  pueblo. 

Es  miembro  del  Casino  de  Mayagüez,  Club  de  Leones  de 
Mayagüez,  Casino  del  Pepino,  y Fraternidad  PHI  DELTA 
GAMMA. 

Ha  sido  honrado  con  varios  premios  por  labor  cívica  en  el 
Leonismo  insular.  Recibió  el  Premio  Borinquen  ofrecido 
anualmente  por  el  “Club  Exchange”  de  su  pueblo  natal,  San 
Sebastián,  al  Ciudadano  del  Año. 
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What  can  you  do  for 
hypertensives  like  Paul  H? 


Obsessive 

Has  rigid  habits.  Will 
have  difficulty  coping 
with  a complicated 
regimen. 


Newly  diagnosed 

At  39,  annual  physical 
uncovered  mild  disease 
with  a diastolic  of 
94  mmHg. 


Heavy  smoker 

Two  packs  a day.  “Might 
consider”  hypnosis 
when  he  decides  to  quit. 


Physically 

inactive 

Hates  exercise  and 
heavy  business 
lunches  aren’t  helping 
his  weight. 


Patient  description  is  a hypothetical  composite  base 
on  clinical  expenence  and  evaluation  of  datal 
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Rely  on  one-tablet-a-d^ 
dosage  and  cardíoselectívíty.' 


“Real  life” efficacy 

Mary  B represents  2,165  women  over  70  treated  effec- 
tively in  the  28-day  TENORMIN  evaluation  of  39,745 
hypertensives  of  all  types.  The  setting  for  the  evaluation 
was  real  life-the  daily  practices  of  9,500  U.S.  physicians.’ 

Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy 
and  safety  of  TENORMIN  had  already  been  established 
worldwide  by  hundreds  of  published  clinical  studies 
and  more  than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data 
were  analyzed  for  variables  such  as  sex,  age,  race,  and 
weight,  a large  majority  of  patients  in  each  group 
achieved  satisfactory  blood  pressure  control,  even 
Mary  B’s  difficult  age  group.^ 

Of  all  controlled  cases,  an  impressive  95% 
reported  feeling  well,  an  important  consideration  in 
hypertension  management^ 

Use  in  diabetes 

Although  beta  blockers  may  mask  tachycardia  occur- 
ring with  hypoglycemia,  TENORMIN  may  be  tried  with 
caution  in  patients  with  diabetes  mellitus,  like  Mary  B, 
who  require  beta- blocker  therapy.  It  does  not  augment 
insulin-induced  hypoglycemia  and  does  not  delay 
recovery  of  blood  glucose  levels  to  the  same  degree  as 
propranoloE'® 


"Cardioselectivity  denotes  a relative  prefer- 
ence for  /?,  receptors,  located  chiefly 
in  cardiac  tissue.  This  preference  is  not 
absolute. 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects'  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
15%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.’ 


For  Mary  B...and  virtually 
all  your  hypertensive  patients 


Tckormik 

(afenolol) 


fee  following  page  for  brief  summary 
if  prescribing  information. 


STUART  PHARMACEUTICALS 


■■  ONE  TABLETA  DAY 

TCKORMIK 


For  Mary  B... 
and  virtually 
all  your 
hypertensive 
patients 


(an2fX)lol) 


TENORMIN’  (atenolol) 


A beta, -selective  blocking  agent  for  hypertension 


DESCRIPTION:  TENORMIN"  (atenolol),  a synthetic,  betai-selective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacelamide, 
4-[2'-hydroxy-3'-[(1-methylethyl)  amiho]  propoxy]-  Atenolol  (free  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26  5 mg  / ml  at  37  C and 
a log  partition  coefficient  (octanol  / water)  ot  0 23  It  is  freely  soluble  in  1 N HCI  (300  mg  / ml  at  25  ° C) 
and  less  soluble  in  chloroform  (3  mg/ ml  at  25  "C) 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  ot  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction. 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely.  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  ot  therapy  without  the  physician's  advice  Even  in  the  absence  ot  overt  angina  pectoris, 
when  discontinuation  ot  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  reiative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absoiute  the  iowest  possibie  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  SO  mg  and  a beta, -stimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  shouid  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia.  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  ot  such  agents  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE),  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V ). 

Diabetes  and  Hypogiycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  it  a 
beta-blocking  agent  is  required  Bela  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and.  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  ot 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  ot  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg.  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 

Should  It  be  decided  to  discohtihue  therapy  ih  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  impairment  ot  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg /kg  /day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studies  support  this  fihding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg  /kg  /day  or  1 00  times 
the  maximum  recommehded  humah  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunher's  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starting  at  15  mg/kg/day  or  7 5 limes  the  maximum  recommended 


human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but 
not  150  mg  atenolol  kg /day  (150  and  75  times  the  maximum  recommended  humándose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose-  ^ 
related  increase  in  embryo /fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg/kg  or  i 

25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen  • 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg  / kg  or  1 2,5  limes  the  ' 

maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg-  1 1 
nani  women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the  i | 
potential  risk  to  the  fetus  . | 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safely  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient.  Frequency  estimates 
were  derived  trom  controlled  studies  in  which  adverse  reactiohs  were  either  voluhteered  by  the 
patient  (U  S studies)  or  elicited  (eg.  by  checklist— foreign  studies)  The  reported  frequency  ot  eli- 
cited adverse  effects  was  higher  tor  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  tor  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages:  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S.  and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (0%-0  5%),  postural  hypotension 
(2%-1%).  leg  pain  (0%-0.5%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (4%-1%).  vertigo  (2%-0  5%), 
light-headedness  (1%-0%),  tiredness  (0  6%-0  5%),  fatigue  (3%-1%),  lethargy  (1%-0%).  drowsi- 
hess  (0  6%-0%),  depressioh  (0  6%-0,5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS),  wheeziness  (0%-0%),  dyspnea  (0.6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  {12%-5%).  postural  hypotension 
(4%-5%).  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (13%-6%),  vertigo  {2%-0.2%). 
Iight-headedness  (3%-0-7%).  tiredness  (26%-13%),  fatigue  (6%-5%),  lethargy  (3%-0  7%). 
drowsiness  (2%-0  5%).  depression  (12%-9%),  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%).  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS),  wheeziness  (3%-3%),  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  ot  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidehce  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  wheh  treatmeht  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  it  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  ot  therapy 

POTENTIAL  ADVERSE  EFFECTS:  in  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (alenolol), 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura. 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances, hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotiohal  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia.  Peyronie's  disease,  erythematous  rash,  Raynaud's  phenomenon. 
Miscellaneous:  The  oculomucocutaneous  syhdrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm.  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  it  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  too  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyohd  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  ahtihypertensive  agehls  including 
Ihiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  tails  below  35  ml  min  1 73  m'  (normal  range  is  100-150  ml  'min /I  73  m').  therefore,  the 
following  maximum  dosages  are  recommended  tor  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-lite 

(ml  min  1 73  m’)  (hrs) Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  in 
monthly  calendar  packages  of  28  tablets,  bottles  ot  1 00  tablets,  and  unit-dose  packages  of  1 00  tab- 
lets Tablets  of  1 00  mg  TENORMIN  (atenolol)  round,  fiat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No,  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  unit-dose  packages  of  1 00  tablets 

Protect  trom  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 

References:  1.  Data  on  tile,  Stuart  Pharmaceuticals  2.  Herman  RL.  Lamdin  E,  Fischetti  JL,  Ko  HK 
Postmarketing  evaluation  of  atenolol  (Tenormin")  A new  cardioselective  beta-blocker  Curr  Ther 
Res  1983,  33(1)  165-1 71  3.  Deacon  SR  Barnett  D Comparison  of  atenolol  and  propranolol  during 
insulin-induced  hypoglycaemia  6r  Med  J 1976. 2 272-273  4.  Lightman  SL.  elal  Effects  ot  beta- 
blockade  and  naloxone  on  the  hormonal  and  cyclic  AMP  responses  to  hypoglycaemia  in  man  Clin 
Sa  1983, 65(3)  21 P 5.  Lauridsen  UB.  Christensen  NJ,  Lyngsde  J Effects  ot  nonselective  and  fly 
selective  blockade  on  glucose  metabolism  and  hormone  responses  during  insulin-induced  hypo- 
glycemia in  normal  man  JCf/n  Endocrino/ Metab  1983.  56  876-882  6.  Ryan  JR,  el  al  Response  ot 
diabetics  treated  with  ateholol  or  propranolol  to  insulin-induced  hypoglycaemia  Drugs  1983, 
25(suppl  2)  256-257  7.  Zacharias  FJ  Comparison  ot  the  side  effects  ot  different  beta  blockers  in 
the  treatment  ot  hypertension  Primary  Cardiol  1980.  6(suppl  1)  86-89 
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ACTIVOS 

Barceló-Miller,  Andrés  M.,  MD  - Universidad  Nacional 
Pedro  Henriquez  Ureña,  Sto.  Domingo,  RD  - 1979  - 
Especialidad;  Medicina  Interna  - Ejerce  en  Caguas. 

Carro  Ortiz,  Antonia,  MD  - Woman’s  Medical  College 
Philadelphia  - 1953  - Especialidad:  Medicina  de  Familia 
Ejerce  en  Cayey. 

Collazo  Leandry,  Armando,  MD  - Universidad  Central  del 
Este  San  Pedro  de  Macorís,  RD  - 1977  - Especialidad: 
Obstetricia  y Ginecología  - Ejerce  en  Ponce. 

Garcia  Guzmán,  Milton  E.,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico  - 1976-  Especialidad:  Medicina 
Interna  y Nefrología  - Ejerce  en  Arecibo. 

Garratón  Pérez,  Manuel,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico  - 1972  - Especialidad: 
Oftalmología  - Ejerce  en  Aguadilla. 

González,  Roberto  M,,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico  - 1977  - Especialidad:  Otorrino- 
laringología - Ejerce  en  Ponce. 

González  Pantaleón,  Pedro  B.,  MD  - Universidad  Santo 
Domingo,  RD  - 1969  - Especialidad:  Obstetricia  y 
Ginecología  - Ejerce  en  Utuado. 

Huertas  del  Toro,  Sarah  E.,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico  - 1974  - Especialidad:  Psiquia- 
tría y Psiquiatría  de  Niños  - Ejerce  en  Santurce. 

Lastra  Inserni,  Jorge,  MD  - Escuela  de  Medicina  Santiago 
de  Compostela,  España  - 1973  - Especialidad:  Cardiología  y 
Medicina  Interna  - Ejerce  en  Río  Piedras. 

López  de  Victoria,  Luis  M,  MD  - Universidad  de  Madrid  - 
1954  - Especialidad:  Patología,  Medicina  Nuclear  - Ejerce 
en  Ponce. 

Mendoza  Vallejo,  Adalberto,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico  - 1974-  Especialidad:  Patología 
- Ejerce  en  Ponce. 

Navas  Pérez,  Edward  James,  MD  - Universidad  Central  del 
Este,  RD  - 1977  - Medicina  General  - Ejerce  en  Manatí. 

Ojeda  Laracuente,  Winston,  MD  - Universidad  Nacional 
Autónoma  - 1967  - Especialidad:  Medicina  Interna, 
Nefrología  - Ejerce  en  Mayagüez. 

Ortiz  Santiago,  Luis  Rafael,  MD  - Escuela  de  Medicina  de 
Sevilla,  España  - 1968  - Especialidad:  Nefrología  Ejerce  en 
Mayagüez. 

Pagán  Castro,  Annette  L.,  MD  - Universidad  Nacional 
Pedro  Henriquez  Ureña,  RD  - 1976  - Especialidad: 
Psiquiatría  Niños  y Adolescentes  - Ejerce  en  Hato  Rey. 


Ramírez  Pérez,  Hermenegildo,  MD  - Universidad 
Autónoma  Sto.  Domingo,  RD  - 1962  - Especialidad: 
Ginecología  - Ejerce  en  Ponce. 

Rivera  Serrano,  Sheila,  MD  - Escuela  de  Medicina  Santiago 
de  Compostela,  España  - 1980  - Medicina  General  - Ejerce 
en  Bayamón. 

Rodríguez  García,  Luis  H.,  MD  - Escuela  de  Medicina 
Universidad  de  Salamanca,  España  - 1963  -Especialidad; 
Pediatría  - Ejerce  en  Ponce. 

Rodríguez  Vázquez,  Eduardo,  MD  - Universidad  Pedro 
Heríquez  Ureña,  Sto.  Domingo,  RD  - 1976,  Medicina 
General  - Ejerce  en  San  Sebastián. 

Rucabado  Bruno,  Teodosio  José,  MD  - Escuela  de 
Medicina  - Universidad  de  Puerto  Rico  - 1977  -Especia- 
lidad: Cardiología  - Ejerce  en  Río  Piedras. 

Soto  Soto,  Pablo,  MD  - Universidad  Autónoma  de 
Guadalajara  - 1975  - Especialidad:  Obstetricia  y 

Ginecología  - Ejerce  en  San  Germán. 

Torres  Bonilla,  Luis  E.,  MD  - Escuela  de  Medicina 
Universidad  Santiago  de  Compostela,  España  - 1977  -Ejerce 
en  Comerío. 

Torres  Vélez,  Aníbal  R,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico  - 1974-  Especialidad:  Cirugía 
General  - Ejerce  en  Yauco. 

Vélez  González,  Herminio  M.,  MD  - Escuela  de  Medicina 
Universidad  Santiago  de  Compostela,  España  - 1978 -Ejerce 
en  Ponce. 

Zenteno  Mercado,  Edgar  P.,  MD  - Escuela  de  Medicina 
Universidad  Mayor  San  Simón,  Cochabamba,  Bolivia 
- 1971  - Especialidad;  Patología  - Ejerce  en  Ponce. 


INTERNO-RESIDENTE 

Márquez  Sárraga,  Raúl  Héctor,  MD  - Escuela  de  Medicina 

- Universidad  Central  del  Caribe,  Cayey  - 1983  - Residencia 
en  Cirugía. 

REINGRESOS 

Alvarez  Díaz,  Herminio,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico  - 1956  - Especialidad:  Pediatría 

- Ejerce  en  Caguas. 

Félix  Reyes,  Juan  José,  MD  - Escuela  de  Medicina 
Urtiversidad  de  Madrid  - 1955  - Especialidad:  Ortopedia  - 
Ejerce  en  Bayamón. 
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VITAMIN  C DEFICIENCY  INCREASES 
PERIODONTAL  DISEASE  SUSCEPTIBILITY 

Studies  at  the  University  of  Washington  have  provided 
new  evidence  that  vitamin  C deficiency  significantly 
increases  the  susceptibility  to  periodontal  disease. 

Olav  Alvares  and  his  colleagues  induced  localized  perio- 
dontal disease  in  two  groups  of  monkeys  by  tying  silk  thread 
around  a single  molar  tooth  at  the  gum  line.  Within  two 
weeks  the  nutritionally  deficient  animals  showed  36  percent 
greater  inflammation  in  the  gingival  tissues  and  a 4 1 percent 
greater  periodontal  pocket  depth  around  the  encircled  teeth 
than  did  the  control  group  of  animals  similarly  treated  and 
given  the  same  amounts  of  food  along  with  adequate 
amounts  of  vitamin  C. 

Periodontal  disease  is  the  leading  cause  of  the  loss  of  teeth 
in  adults  after  the  age  35.  The  investigators’  findings  along 
with  previously  established  evidence  indicate  several 
mechanisms  in  which  vitamin  C aids  the  body  in  defending 
against  periodontal  disease. 

The  study  was  supported  by  the  National  Institute  of 
Dental  Research. 

COMPOUND  COULD  AID  CIRCULATORY 
TREATMENT 

A new  compound  with  the  marked  ability  to  inhibit  blood 
platelet  aggregation  has  been  described  as  a potential  for 
treating  circulatory  disease. 

The  new  compound  — 4,5-bis-20(p-methoxyphenyl) 
(trifluoromenthyl)-thiazole,  or  TFT — has  been  tested  in 
five  animal  species  and  preliminary  human  trials  are 
planned  for  this  year. 

Characteristics  of  the  new  experimental  compound  have 
been  described  by  Edward  E.  Nishizawa  of  The  Upjohn 
Company. 

Platelet  aggregation  is  a part  of  the  blood  clotting  process. 
However,  the  mechanisms  that  prompt  clotting  also  can 
trigger  undesirable  thrombus  formations  on  the  walls  of  the 
veins  and  arteries  which  can  break  loose  and  cause  heart 
attack  or  stroke.  TFT  minimizes  the  formation  of  unwanted 
thrombi. 


The  research  shows  that  TFT  administered  orally  to  rats 
at  about  one  milligram  per  kilogram  of  body  weight 
prevents  platelet  aggregation  for  about  eight  hours.  TFT 
also  proved  to  be  similarly  active  in  low  doses  to  mice, 
guinea,  pigs,  rabbits,  and  dogs. 

TFT  also  proved  not  to  interfere  with  normal  clotting 
action  and  presented  no  bleeding  problems  when  adminis- 
tered during  surgery  on  animals. 

lO-YEAR-OLD  DISCOVERY  NOW 
PROVIDES  NEW  LEADS 

A proteinase  inhibitor  discovered  10  years  ago  in  Japan 
has  given  new  leads  to  the  possible  arresting  of  the  muscle 
deterioration  of  those  suffering  from  muscullar  dystrophy. 
The  use  of  leupeptin,  a proteinase  inhibitor,  on  genetically 
dystrophic  mice  has  been  reported  by  Alfred  Stracher, 
professor  and  chairman  of  biochemistry  at  the  SUNY 
downstate  Medical  Center,  and  his  colleague,  Joanna 
Hollenberg  Sher,  professor  of  clinical  pathology. 

The  mice  treated  with  leupeptin  were  reported  to  have 
stronger  hind  legs  than  the  mice  in  the  control  group  where 
the  hind  legs  became  completely  wasted  and  paralyzed. 

If  the  current  work  with  Syrian  hamsters  confirms  the 
findings  in  mice,  then  work  will  be  started  to  seek  to  evaluate 
the  effect  of  leupeptin  in  humans. 

Muscular  dystrophy  is  a disorder  affecting  one  of  every 
25,000  males  by  progressive  and  extensive  wasting  of  muscle 
tissue,  causing  weakness,  deformity,  and  premature  death. 
It  may  be  possible  that  leupeptin  will  be  effective  enough  to 
slow  down  the  muscle  wasting  process  and  keep  the  victim 
out  of  a wheel  chair  for  five  to  ten  years. 

PRENATAL  ALCOHOL,  DRUG 
TOLERANCE  TESTING 

Animal  studies  at  the  Research  Institute  on  Alcoholism  in 
Buffalo  show  evidence  that  heavy  prenatal  exposure  to 
alcohol  can  produce  long-term  tolerance  by  the  offspring  to 
alcohol  and,  in  some  cases,  to  drugs. 

Ernest  L.  Abel  and  his  colleagues  gave  15  pregnant  rats  3 
grams  of  alcohol  per  kilogram  of  body  weight  twice  daily 
throughout  gestation,  an  amount  equivalent  to  five  or  six 
drinks  a day  for  a human.  Ten  control  rats  received  sucrose 
solutions  throughout  their  pregnancies. 

From  the  age  of  six  to  ten  months,  the  pups  were  given 
alcohol  and  a variety  of  drugs  to  assess  their  tolerance. 

The  researchers  reported  in  Science  News  that  both  the 
male  and  female  pups  exposed  prenatally  to  alcohol  showed 
significantly  more  tolerance  to  alcohol  than  did  the  pups  not 
so  exposed.  The  female  pups  exposed  prenatally  to  alcohol 
also  displayed  more  tolerance  to  the  drugs  pentobarbital 
and  diazepam  than  did  the  female  pups  not  exposed  to 
alcohol.  No  such  reaction  was  noted,  however,  to 
chlorpromazine,  morphine,  and  amphetamine. 

CONSORTIUM’S  LEPROSY  STUDIES 
FOCUS  ON  PRIMATE  MODELS 

The  Delta  and  Yerkes  regional  primate  research  centers 
are  conducting  animal  studies  on  lepromatous  leprosy,  a 
disease  that  affects  15  million  people.  The  studies  also  are 
being  conducted  in  collaboration  with  the  Armed  Forces 
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Institute  of  Pathology  and  are  supported  by  a consortium 
grant  from  the  National  Institute  of  Allergy  and  Infectious 
Diseases. 

The  studies  were  started  after  a spontaneous  case  of 
lepromatous  leprosy  was  detected  in  a sooty  mangabey  at 
the  Delta  Regional  Primate  Center  in  New  Orleans. 
Subsequently  leprosy  was  introduced  in  additional 
mangabeys  which  are  bred  at  the  Yerkes  Regional  Primate 
Center  in  Atlanta. 

Scientists  have  been  unable  to  develop  a vaccine  for 
leprosy  because  they  have  not  had  a suitable  animal  model 
in  which  to  study  its  course.  The  sooty  mangabey  now  is  the 
first  nonhuman  primate  model  for  leprosy  studies. 

Scientists  have  used  the  armadillo  as  a model  for  leprosy 
research  since  the  organism  will  grow  and  produce  lesions  in 
that  animal.  However,  the  sooty  mangabey  monkey’s  phys- 
iology is  more  similar  to  human  physiology  than  the 
armadillo’s  and  this  primate  provides  a model  which  will 
enable  scientists  to  perform  immune  response  studies  and 
progress  more  effectively  toward  the  development  of  a 
vaccine. 

CHIMPANZEES  MAY  BE  NEWEST  WEAPON 
IN  FIGHT  AGAINST  CANCER 

Chimpanzees  have  become  living  factories  for  the  produc- 
tion of  man’s  newest  potential  weapons  against  cancer. 

The  weapons  are  antibodies  formed  in  chimpanzees  after 
antigens  from  human  cancer  cells  are  injected  into  the 
animals.  Antigens  are  markers  that  allow^  the  immune 
system  to  tell  the  difference  between  body  cells,  which  do  not 
present  a threat,  and  foreign  materials,  which  do. 

Dr.  Hilliard  F.  Seigler  and  Dr.  Richard  S.  Metzger,  both 
of  Duke  University,  have  reported  in  the  U.S.  Department 
of  Health  and  Human  Services  periodical  “Research 
Resources  Reporter”  that  one  type  of  chimpanzee  antibody 
already  has  proved  effective  as  a quick  and  easy  test  for 
melanoma,  a cancer  of  the  skin. 

Other  antibodies,  now  being  induced  in  primates  at  the 
Yerkes  Regional  Primate  Center  at  Emory  University  and 
cultured  in  a laboratory  at  Duke  University,  may  soon  be 
used  to  attack  and,  it  is  hoped,  destroy  cells  of  melanoma, 
leukemia,  and  pancreatic  cancer. 

“Because  the  antigen  systems  of  the  chimpanzee  and  man 
are  very  similar,  these  antibodies  could  be  very  specific  to 
these  human  cancers  and  should  not  trigger  an  immune 
reaction  in  humans  other  than  the  desired  one  against  the 
targeted  cancers,”  Dr.  Seigler  said. 


iliiiüí  American  College  of 
liiiilli Emergency  Physicians 


MEDICAL  SOCIETIES  FOCUS  ON  PEDIATRIC 
EMERGENCY  CARE 

Representative  of  seven  medical  societies  agreed  on  the 
need  for  adequate  training  of  all  physicians  providing 
pediatric  emergency  care.  They  felt  childhood  patient  care 
would  improve  if  the  societies  focused  on  prividing 


competent  skills  rather  than  on  specific  aspects  of  each 
specialty. 

The  American  College  of  Emergency  Physicians  hosted 
an  Interspecialty  Conference  on  Childhood  Emergencies  in 
Dallas  last  June  to  discuss  the  shared  responsibility  of 
various  physicians  concerned  with  providing  quality  care 
for  the  emergency  and  urgent  health  needs  of  children. 

During  the  conference,  the  participants  discussed  the 
need  for  a universal  definition  of  childhood  emergencies, 
public  awareness  of  the  resulting  definition  to  encourage 
better  utilization  of  the  emergency  department,  and 
increased  physician  education  in  pediatric  care. 

A paper  on  the  proceedings  of  the  conference  will  be 
available  through  ACEP  in  early  November  1983.  For 
additional  information  or  to  receive  a copy  of  the  proceed- 
ings, contact  the  College’s  Education  Department,  P.O. 
Box  61991 1,  Dallas,  Texas  75261-9911. 

Conference  participants  represented  the  American  the 
American  Psychiatric  Association,  the  American  Academy 
of  Pediatrics,  the  Emergency  Medicine  Residents  Associa- 
tion, the  American  Board  of  Emergency  Medicine,  the 
Society  of  Teachers  of  Emergency  Medicine,  the  Council  of 
Medical  Specialty  Societies  and  ACEP. 
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NEWS  MEDIA  REPORTS  ON 
“AIDS-RELATED  BLOOD  SHORTAGES” 

Nationwide  blood  shortages  have  been  reported  by 
numerous  news  media  during  the  past  several  weeks,  with 
reporters  and  some  blood  bankers  tying  donor  fears  of 
contracting  acquired  immune  deficiency  syndrome  (AIDS) 
from  giving  blood  with  an  alleged  reduction  in  the  blood 
supply.  A flury  of  news  reporting  by  national  media 
followed  a Red  Cross  announcement  by  national  head- 
quarters of  blood  shortages  in  a number  of  their  regions. 
News  of  the  Red  Cross  shortages  was  carried  by  People 
magazine,  Newsweek,  Time  and  U.S.  News  and  World 
Report,  among  others. 

The  AABB  is  conducting  a mail  survey  of  its  type  A 
(blood  center)  facilities  to  determine  the  existence  of 
shortages  and  the  level  of  impact  by  AIDS,  if  any,  on  blood 
supply.  A limited  telephone  survey  of  10  facilities  in* major 
cities  revealed  few  unusual  problems,  with  most  locations 
doing  well  and  a few  slightly  behind  anticipated  levels.  Most 
of  those  surveyed  by  telephone  states  that  while  there  are 
considerable  questions  about  AIDS  from  donors,  patients, 
and  the  public,  it  was  not  felt  that  donors  were  being 
deterred  in  numbers  large  enough  to  have  an  impact.  It  was 
also  stated  that  other  factors  such  as  normal  summer  slumps 
and  economic  conditions  must  be  considered  in  any  donor 
decline. 

CDC  REPORTS  FOUR  AIDS  CASES  IN 
HEALTH-CARE  PERSONNEL 

The  July  issue  of  the  Centers  for  Disease  Control 
Morbidity  and  Mortality  Weekly  Report  carried  inforrha- 
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tion  on  four  health-care  workers  who  were  victims  of  AIDS. 
The  CDC  stressed  that  these  workers  had  no  known  contact 
with  AIDS  patients.  None  have  been  found  to  be  members 
of  a high-risk  group,  although  CDC  acknowledges  that 
verification  of  data  concerning  sexual  activity  and  IV  drug 
use  is  difficult.  The  CDC  reports  that  two  of  the  patients  are 
dead.  The  health  care  workers  were  from  Baltimore,  New 
Jersey,  Miami  and  New  York  City. 

All  cases  of  AIDS  in  health-care  workers  reported  by  the 
CDC  to  date  have  been  in  either  individuals  belonging  to 
high-risk  groups  or  in  individuals  where  there  was  insuffi- 
cient information  to  determine  their  belonging  to  such 
groups. 


American  College 

of  Physicians 

ACP  EVALUATES  SELECTED  METHODS 
OF  DIABETES  MANAGEMENT 

Four  methods  of  diabetes  management  have  been 
evaluated  by  the  American  College  of  Physicians  (ACP). 

Home  blood  glucose  monitoring,  external  infusion 
pumps,  computerized  blood  glucose  insulin  devices  and 
pancreas  transplantation  are  considered  in  the  ACP 
statement.  Issued  as  part  of  the  College’s  Clinical  Efficacy 
Assessment  Project  (CEAP),  the  statement  presents  infor- 
mation on  the  safety,  efficacy  and  cost  of  the  four  methods. 

Approximately  1 1 million  Americans  suffer  from 
diabetes  mellitus  and  its  resultant  effects.  Diabetic 
hyperglycemia  can  lead  to  the  microvascular  complications 
of  nerve,  kidney  and  eye  damage,  and  to  macrovascular 
complications  such  as  cerebral  vascular  accidents,  coronary 
artery  disease,  and  peripheral  vascular  disease. 

“The  goal  of  diabetes  management,”  CEAP  Director  J. 
Sanford  Schwartz,  MD,  explained,  “includes  the  achieve- 
ment of  normal  or  near-normal  blood  glucose  levels,  which 
many  studies  suggest  may  be  associated  with  the  prevention 
or  reduction  of  microvascular  complications.” 

“Such  control  may  be  achieved  through  intensive  blood 
glucose  testing  and  multiple  daily  insulin  injections”,  he 
continued.  However,  Dr.  Schwartz  cautioned,  “there  is  no 
evidence  to  suggest  that  well-controlled  diabetics  have  any 
reduction  in  macrovascular  complications.”  Controversy 
also  exists  as  to  the  value  of  so-called  “tight”  control  of 
glucose  levels  (fasting  and  preprandially  70-120  mg/dl;  two 
hour  postprandially  < 180  mg/dl;  3 a.m.  > 60  mg/dl),  he 
said. 

Although  patients  using  home  blood  glucose  monitoring 
and  multiple,  short-acting  insulin  injections  on  a daily  basis 
show  improved  blood  glucose  control,  “it  has  not  been 
shown  that  these  factors  alone  are  responsible.  These 
patients  probably  practice  better  dietary  compliance,  have 
improved  knowledge  and  more  frequent  contact  with 
medical  personnel  all  of  which  are  important  in  attaining 
good  control,”  Dr.  Schwartz  said. 

Home  use  of  blood  glucose  monitoring  devices  facilitates 
the  achievement  of  normal  or  near-normal  glucose  levels  in 


diabetic  patients  requiring  insulin,  the  College  statement 
reports.  Both  automated  and  visual  devices  are  safe  and  ; 
perform  acceptably  when  used  as  directed.  This  method  of 
glucose  control  represents  acceptable  medical  practice  for  a 
number  of  insulin-requiring  diabetic  patients;  It  is  indicated  ¡ 
for  pregnant  diabetics  and  for  those  with  frequent  episodes  • 
of  hypoglycemia  and/or  severe  hyperglycemia. 

Home  monitoring  devices  may  also  be  appropriate  for  : 
any  diabetic  requiring  insulin  who  is  well  motivated  and  I 
capable  of  adhering  to  the  rigorous  management  program  i 
and  is  working  closely  with  a motivated,  knowledgeable  and  ! 
accessible  physician.  Precise  optimal  regimens  for  the 
frequency  of  monitoring  blood  glucose  concentration  and  ! 
injecting  insulin  and  absolute  levels  of  control  are  not  well  I 
established. 

The  external  infusion  pump  is  an  externally  worn, 
battery-powered,  electromechanical  pump  with  a reservoir  : 
for  short-acting  insulin.  Because  all  marketed  portable 
pumps  lack  glucose  sensors,  they  require  the  user  to 
determine  and  adjust  the  rate  of  insulin  infusion  in 
accordance  with  actual  and  desired  levels  of  blood  glucose 
concentration  and  the  activity  to  be  performed  (i.e.  eating  or 
exercise). 

While  external  infusion  pumps  are  capable  of  achieving 
tight  metabolic  control,  they  carry  several  risks.  They  have 
been  associated  with  minor  skin  disturbances  at  the  site  of 
infusion,  and  failure  to  change  the  injection  site  and  syringe 
regularly  may  result  in  increased  infection,  variation  in 
insulin  absorption  and  pump  malfunction. 

The  College  reports  that,  as  with  home  glucose  monitor- 
ing devices,  selection  of  pump  therapy  places  great 
responsibility  and  demands  on  both  the  physician  and  the 
diabetic  patient  and  requires  ensured,  constant  access  to 
local  medical  care. 

Computerized  blood  glucose  insulin  infusion  systems  are 
used  in  the  hospital  setting.  Because  they  carry  an  associated 
risk  of  hyper-  or  hypoglycemia  in  the  event  of  system  failure, 
they  require  constant  supervision  by  trained  personnel. 
With  such  supervision  the  systems  are  safe  and  may  reduce 
the  risk  to  the  hyper-  or  hypoglycemic  patient  better  than 
standard  non-intensive  mechanisms  of  glucose  control. 

The  College  has  determined  that  while  capable  of 
achieving  good  control  of  the  metabolic  abnormalities 
associated  with  diabetes  mellitus,  such  systems  have  not 
been  shown  to  provide  superior  control  over  other  methods 
of  constant  insulin  infusion  or  frequent  manual  insulin 
injections. 

Pancreatic  transplantation  carries  with  it  the  significant 
risks  of  tissue  rejection  and  infection  secondary  to 
immunosuppression,  which  are  particularly  severe  in 
diabetics.  When  successful,  pancreatic  transplants 
apparently  are  capable  of  correcting  the  many  metabolic 
disturbances  of  diabetes  mellitus;  reported  success  rates  are 
less  than  14%.  The  College  indicates  that  a number  of 
important  questions  relating  to  optimal  surgical  techniques 
and  timing  remain  unresolved  and  the  effects  of  pancreatic 
transplantation  on  the  micro-and  macrovascular  complica- 
tions of  diabetes  are  not  known  at  this  time. 

Complete  copies  of  the  statement  summarized  above  may 
be  found  in  the  August  Annals  of  Internal  Medicine,  or 

may  be  obtained  from  CEAP,  4200  Pine  St.,  Philadelphia, 
PA  19104. 
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JAMA  PUBLISHES  ARTICLE  ON 
PHYSIOLOGY  OF  SEX  84  YEARS 
AFTER  SUBMISSION 

In  what  may  be  a first  in  publishing,  ihe  Journal  of  the 
American  Medical  Assoeiation  published  in  a July  issue  an 
article  that  was  roundly  reject  84  years  ago. 

Titled  “The  Gynecologic  Consideration  of  the  Sexual 
Act,”  the  paper  was  greeted  with  general  hostility  when 
presented  at  the  50th  annual  meeting  of  the  AMA  at 
Columbus,  Ohio,  in  1899  by  Denslow  Lewis,  MD. 

Comments  William  H.  Masters,  MD,  of  the  Masters  & 
Johnson  Institute  in  St.  Louis,  “Obviously,  Denslow  Lewis 
was  a physician  far  ahead  of  his  time.”  Writing  in  an 
accompanying  JAMA  editorial.  Masters  muses  on  what 
might  have  been  had  the  paper  been  published  when  written; 

“We  might  anticipate  that  the  study  of  human  sexuality 
would  have  been  routinely  considered  in  medical  school 
curricula  long  before  the  1970’s,  when  most  schools 
introduced  the  subject  for  required  study.  Consequently, 
decades  ago,  there  probably  would  have  been  far  more 
definite  investigations  of  the  physiology  and  psychology  of 
human  sexual  function  and,  in  due  course,  in-depth  clinical 
explorations  of  the  various  sexual  dysfunctions  and 
disorders.” 

I he  potential  clinical  consequences  of  such  laboratory 
and  clinical  investigations  boggle  the  mind,”  Masters  adds. 
“Millions  of  men  and  women  might  have  established  or 
salvaged  mutually  enhancing  personal  relationships  instead 
of  wasting  human  resources  because  of  the  sexual  ignorance 
that  has  been  fostered  in  our  society  during  this  century.” 

When  Lewis  presented  his  paper,  it  was  customary  for  the 
Journal  to  publish  all  papers  presented  at  the  annual 
meeting,  Marc  H.  Hollender,  MD,  points  out  in  introduc- 
tory remarks.  One  of  the  discussants  of  the  paper  at  that 
time  said  the  subject  “is  attended  with  more  or  less  filth  and 
we  besmirch  ourselves  by  discussing  it  in  public.” 

Then  editor  of  JAMA,  George  H.  Simmons,  MD,  said  to 
Lewis,  “1  will  candidly  say  that  I do  not  want  to  publish  your 
paper.  J here  is  much  in  it  that  1 would  like  to  print,  but  there 
is  more  that  I believe  would  be  out  of  place  it  ihe  Journal... 

I here  is  nothing  in  it  that  is  not  true,  and  possibly  it  ought  to 
appear  in  the  Journal,  but  with  my  personal  views  in 
reference  to  this  class  of  literature,  1 hardly  think  so.” 

Hollender,  who  unearthed  the  paper  for  JAM  A’s  series  of 
landmark  articles  commemorating  100  years  of  publication, 
says  that  Lewis  fought  the  rejection.  He  appealed  to  the 
president  of  the  AMA,  and  was  rejected.  He  appealed  to  the 
trustees,  with  similar  effect.  He  finally  appealed  to  the 
membership  of  the  association. 


In  defense  of  his  paper,  Lewis  wrote,  “1  know  the  extent  of 
ignorance  and  apathy  which  exists  in  the  profession  in 
regard  to  sexual  matters.  1 recognize  the  amount  of  injury 
which  is  done  our  women  by  the  thoughtlessness  of  their 
husbands...  I felt  it  my  duty  to  try  to  bring  about  some 
amelioration  of  this  unfortunate  situation  by  calling 
attention  to  the  truth”  What  he  offers  in  his  article  are 
detailed  descriptions  of  the  physiology  of  sexual  intercourse 
as  well  as  observations  on  differences  in  sexual  response 
times  and  identifications  of  erogenous  zones. 

Assessing  the  matter  84  years  later,  Hollender,  of 
Vanderbilt  University  School  of  Medicine  in  Nashville, 
says,  “Those  who  are  ahead  of  their  times  must  wait  for 
posterity  verdict.  Almost  a century  has  passed  since  Lewis 
fought  to  have  his  article  published  in  the  Journal,  and  at 
last  it  can  be  said  that  his  efforts  were  not  in  vain.” 

Hollender  came  across  the  article  and  the  story  15  years 
ago  and  brought  it  to  the  attention  of  George  D.  Lundberg. 
MD,  current  editor  of  JAMA,  on  the  occasion  of  the  50 
landmark  articles  to  appear  during  the  Jo/zr/ia/’A  lOOthyear 
of  publication.  The  paper  by  Denslow  Lewis,  a Professor  of 
Gynecology  at  Chicago  Polyclinic  and  attending  surgeon  at 
Cook  Country  Hospital,  is  designated  the  51st  landmark 
article. 

STUDY  TIGHTENS  CIGARETTE  SMOKING 
AND  CERVICAL  CANCER  LINK 

A “second  generation”  study  of  the  relationship  between 
cigarette  smoking  and  cervical  cancer  confirms  the  observa- 
tion that  smoking  is  significantly  associated  with 
“carcinoma  in  situ,  severe  dysplasia  and  mild-moderate 
dysplasia”. 

Writing  in  a July  issue  of  JAMA,  Edwin  Trevathan,  MD, 
MCH,  of  Emory  University  School  of  Medicine,  and  collea- 
gues say,  “Our  data  indicated  that  cigarette  smokers  were  at 
an  increased  risk  of  dysplasia  and  carcinoma  in  situ  of  the 
cervix.  The  risk  increased  with  increased  cumulative  expo- 
sure to  cigarette  smoking,  measured  in  pack-years.” 

Commenting  on  the  study  editorially,  Donald  F.  Austin,  ^ 
MD,  MPH,  of  the  Department  of  Health  Services  in 
Emeryville,  Calif.,  says  “We  can  now  add  cervical  cancer  to 
the  list  of  tobacco-caused  diseases.” 

The  study  involved  patients  between  17  and  55  years  of 
age  attending  a dysplasia  clinic  who  had  biopsy-confirmed 
cervical  pathologic  conditions,  and  controls  who  were 
attending  the  family  planning  clinic  at  the  same  hospital  in 
Atlanta.  More  than  370  women  were  in  the  first  group,  and 
280  in  the  second. 

The  study  included  a questionnaire  covering  basic  obste- 
tric history,  contraceptive  history,  education,  marital  status, 
employment  and  job  status,  sexual  history,  and  smoking 
habits. 

Women  who  did  not  smoke  had  a relative  risk  of  develop- 
ing cervical  cancer  of  1.0  compared  with  12.7  for  smokers 
with  more  than  12  pack-years  of  exposure,  the  researchers 
point  out.  Most  cancer  sites  related  to  smoking  involve 
tissue  directly  exposed  to  smoke,  they  add.  “The  cervicall 
cells  may  be  exposed  to  components  of  smoke  that  are 
absorbed  into  the  blood  and  them  secreted  by  the  cervical 
epithelium,”  they  say. 

Since  the  study  indicated  that  “risk  to  smokers  was 
greatest  in  those  who  started  smoking  in  their  early  teenage 
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4 years,”  the  researchers  suggest  that  young  women  not  start 
1*  smoking,  or  quit  if  they  already  smoke. 

r IMPROVEMENTS  IN  KIDNEY 

TRANSPLANTATION  RAISE  QUESTIONS 
OF  WHO  SHOULD  RECEIVE  THEM 

! Patients  who  reject  kidney  transplants  are  not  at 
) increased  risk  when  returned  to  hemodialysis,  according  to  a 
! new  study  published  in  an  August  issue  of  JAMA. 

“Previous  reports  have  suggested  that  renal  allograft  reci- 
I pients  have  an  increased  mortality  rate  when  returned  to 
I hemodialysis,”  say  Arthur  J.  Matas,  MD,  and  colleagues 

ifrom  the  Montefiore  Medical  Center-Albert  Einstein 
College  of  Medicine  in  New  York. 

! In  their  tudy,  they  compared  the  survival  of  patients 
returned  to  hemodialysis  after  losing  a kidney  transplant 
with  the  survival  of  patients  undergoing  maintenance 
hemodialysis  during  the  same  period  as  reported  by  dialysis 
centers  in  the  United  States  and  Europe.  “Six-year  actuarial 
j survival  of  83  patients  after  loss  of  a first  transplant  and  of 
I 37  patients  after  loss  of  two  or  more  transplants  compared 
i favorably  with  data  on  survival  of  patients  undergoing 
I maintenance  dialysis,”  they  say. 

Commenting  on  the  study  editorially,  Christopher  R. 
Blagg,  MD,  of  the  Northwest  Kidney  Center  in  Seatle,  says 
that  the  improved  results  of  transplantation  in  recent  years 
raise  several  questions  that  should  be  addressed. 

“How  many  patients  undergoing  dialysis  are,  in  fact 
candidates  for  transplantation?”  he  asks.  “The  mean  age  of 
patients  starting  dialysis  is  now  in  the  middle  50s,  yet  many 
consider  this  to  be  the  upper  age  limit  for  transplantation. 
Therefore,  about  half  the  new  patients  undergoing  dialysis 
in  the  United  States  are  too  old  for  transplantation.” 

Blagg  also  raises  the  question  of  the  efficacy  of  transplan- 
tation. “Transplant  recipients,  although  their  age  may  range 
into  the  50s,  are  most  frequently  selected  from  patients 
undergoing  dialysis  who  are  younger  than  45  years,  and  so 
unless  age-matched  survival  and  rehabilitation  data  are 
available  for  medically  comparable  patients,  it  is  not 
possible  to  compare  survival  rates  between  the  two 
treatments.” 

Fear  is  a major  impediment  to  transplantation  among 
patients  undergoing  hemodialysis,  he  adds.  The  fear  is 
compounded  by  the  experience  of  seeing  the  problems  of 
unsuccessful  transplant  recipients  when  they  return  to 
dialysis.  “Substantive  improvements  in  transplantation 
have  been  made  in  recent  years,  and  results  may  improve 
further  in  the  near  future.  Nevertheless,  patients  must 
receive  sufficient  reliable  information  to  enable  them  to 
make  an  informed  choice.” 

CHILDREN  OF  ALCOHOLIC  PARENTS 
MAY  FACE  A GENETIC  RISK 

Children  of  alcoholic  parents  may  face  a genetically  deter- 
mined increase  in  their  risk  for  developing  alcoholism, 
according  to  a recent  international  study. 

Vicki  E.  Pollock,  MA,  from  the  University  of  Southern 
California,  Los  Angeles,  and  colleagues  in  New  York  and 
Copenhagen  found  differences  in  brain  wave  responses 
between  control  subjects  and  the  biological  sons  of  alcoholic 
fathers  after  a single  low  dose  of  alcohol.  Their  data, 
reported  in  the  August  issue  of  Archives  of  General 


Psychiatry,  suggest  that  these  children  may  be  particularly 
sensitive  to  the  effects  of  alcohol. 

Pollock’s  group  studied  48  Danish  men  aged  19  to  21 
years.  Thirty  one  had  alcoholic  fathers  and  were  considered 
the  high  risk  group;  17  served  as  controls.  After  drinking  a 
mildly  alcoholic  test  beverage,  the  young  men  underwent 
electroencephalography  EEG)  and  measurement  of  blood 
alcohol  concentration. 

The  high  risk  group  had  significantly  greater  increases  on 
EEG  of  slow  alpha  energy  as  well  as  decreases  in  fast  alpha 
energy  and  mean  alpha  frequency  than  did  the  control 
group.  There  was  no  significant  difference  between  the 
groups  in  blood  alcohol  levels. 

When  questioned  about  their  drinking  habits  prior  to  the 
study,  the  high  risk  group  reported  requiring  more  alcohol 
(average  3.4  drinks)  than  controls  (average  2.8  drinks)  to  feel 
“tipsy.”  The  researchers  could  not  speculate  on  the  apparent 
discrepancy  between  the  high  risk  group’s  subjectively  lower 
sensitivity  to  alcohol  and  the  higher  sensitivity  suggested  by 
the  laboratory  findings.  Pollock  said  in  a separate  interview. 
She  emphasized  the  preliminary  nature  of  the  data  and 
pointed  out  that  the  study  included  no  placebo  controls. 

However,  the  EEG  changes  that  occur  after  drinking 
alcohol  may  be  biologic  markers  for  genetic  central  nervous 
system  sensitivity  to  alcohol.  Pollock  suggests.  Supporting 
evidence  is  found  in  the  greater  similarity  of  EEG  response 
to  alcohol  between  identical  twins  compared  to  fraternal 
twins,  she  explains,  citing  the  work  of  other  investigators. 

Evidence  also  indicates  genetic  influences  on  the  rate  at 
which  the  body  metabolizes  alcohol.  Pollock  says,  but  her 
study  showed  no  differences  between  high  risk  men  and 
controls  in  blood  alcohol  levels,  a measure  of  alcohol 
metabolism. 

All  subjects  had  been  informed  that  they  were  drinking 
alcohol.  Pollock  adds.  The  high  risk  men,  with  their 
experience  of  living  with  an  alcoholic  parent,  may  have 
differed  from  the  controls  in  their  expectations  regarding 
the  effects  of  alcohol,  which  could  have  influenced  their 
EEG  responses,  she  speculates. 

CESAREAN  SECTION  IS  DELIVERY  OF 
CHOICE  FOR  BREECH  BABIES 

The  dramatic  increase  in  cesarean  sections  performed  in 
the  United  States  during  the  last  decade  may  be  partially 
responsible  for  improved  survival  rates  among  some  high- 
risk  infants,  says  Ben  P.  Sachs,  MB,  from  Beth  Israel 
Hospital,  Boston. 

Reporting  on  a study  carried  out  while  he  was  at  the 
Centers  for  Disease  Control,  Atlanta,  Sachs  suggests  that 
cesarean  section  reduces  neonatal  mortality  among  all 
breech-delivered  infants  and  among  low-birth  weight 
infants  delivered  in  the  vertex  position. 

Findings  from  a CDC  analysis  of  392,241  singleton  deliv- 
eries in  Georgia  from  1974  through  1978,  published  in  the 
October  28  issue  of  JAMA,  show  that  the  risk  of  death  for 
breech  infants  in  the  lowest  weight  groups  (1,000  to  2,500  g) 
was  almost  2.5  times  greater  for  those  delivered  vaginally 
than  for  those  delivered  by  cesarean  section.  The  risk 
declined  as  birth  weight  increased  toward  4,000  g. 

High-risk  vertex  infants  weighing  l,000to  l,500ghadthe 
best  outcome  when  delivered  by  cesarean  section  in 
specialized  perinatal  centers,  the  researcher  points  out. 
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Cesarean  section  is  not  without  its  own  risks,  Sachs  adds. 
Current  maternal  mortality  directly  related  to  cesarean 
sections  in  Georgia  is  5.9  per  10,000  procedures.  But  if 
neonatal  mortality  can  be  shown  to  decline  significantly  as  a 
result  of  the  increased  cesarean  section  rate,  says  Sachs,  then 
the  benefits  may  outweight  the  increased  risk  of  maternal 
infection  and  death  as  well  as  the  considerable  costs 
associated  with  surgery,  longer  hospital  stays  and 
protracted  convalescence. 

NEW  MONITORING  DEVICE  PINPOINTS 
HYPERACTIVITY  AMONG  CHILDREN 

Hyperactive  children  are  consistently  more  active  than 
normal  children,  even  during  sleep,  report  researchers  from 
the  National  Institute  of  Mental  Health  who  are  using  a 
unique  monitoring  device  to  record  activity. 

Linda  J.  Porrino,  PhD,  and  colleagues  from  the  NIMH 
writing  in  an  October  issue  of  JAMA,  compared  the  activity 
of  12  hyperactive  boys,  aged  6 to  12  years,  with  the  activity 
of  a matched  group  of  normal  boys.  All  were  fitted  with  belt- 
worn  monitors  that  measured  activity  levels  during  the  24- 
hour  daily  cycle  of  school,  playtime,  meals  and  sleep. 

After  a week  of  measurements,  the  mean  hourly  scores  for 
every  activity  were  higher  for  hyperactive  boys,  the 
researchers  say.  In  a subsequent  phase  of  the  study, 
researchers  administered  dexotroamphetamine  sulfate  or  a 
placebo  on  alternate  weeks  to  the  hyperactive  boys.  The 
drug  checked  motor  activity  most  strikingly  during  struc- 
tured classroom  activity,  yet  it  also  increased  activity  during 
physical  education  classes,  suggesting  that  the  medication 
might  therapeutically  promote  improved  attention  to  the 
task  at  hand.  Most  important,  say  the  researchers,  the 
hyperactive  children  did  not  appear  “drugged”;  their  activity 
was  only  normalized  to  that  of  the  control  group. 

The  NIMH  findings  suggest  that  hyperactivity  is  not 
entirely  “situational,”  and  that  it  does  not  merely  represent 
“inappropriate”  movement.  Motor  behavior  should  be 
included  as  an  important  criterion  on  which  to  base  a 
diagnosis  of  hyperactivity,  the  researchers  say. 

The  NIH-developed  activity  monitor  used  in  the  study 
also  is  helping  investigators  monitor  the  clinical  state  of 
manic-depressive  patients  and  patients  with  circadian 
rhythm  disturbances,  the  researchers  point  out. 

NEONATAL  CIRCUMCISION  STILL 
CONTROVERSIAL 

“In  1983,  it  is  impossible  to  say  how  great  or  little  is  the 
value  of  neonatal  circumcision  over  the  entire  period  of  a 
man’s  life,”  writes  Hugh  C.  Thompson,  MD,  from  the 
Arizona  Health  Sciences  Center,  Tucson,  in  the  October 
1983  issue  oí  American  Journal  of  Disease  of  Children,  one 
of  nine  medical  specialty  journals  published  by  the 
American  Medical  Association.  Proponents  say 
circumcision  reduces  the  risk  of  penile  inflammation  and 
cancer  as  well  as  genital  herpes  and  may  reduce  the  risk  of 
cervical  cancer  in  wives.  There’s  no  proof  of  these  benefits, 
according  to  opponents,  who  claim  that  adequate  lifelong 
penile  hygiene  would  serve  equally  well.  Pediatricians 
should  explain  to  parents  that  circumcision  is  not  a routine 
procedure  to  be  performed  on  all  male  newborns, 
Thompson  advises. 


BIRTH  WEIGHT  OF  MOTHERS 
AFFECTS  NEXT  GENERATION 

Women  who  weighed  2,000  grams  or  less  (less  than  5 lbs) 
at  birth  are  likely  to  have  poor  pregnancy  outcomes, 
according  to  epidemiologists  at  Seattle’s  University  of 
Washington.  Evette  Hackman,  PhD,  and  colleagues  studied 
748  pregnant  women  and  found  that  mothers  who  had  been 
low-wieght  babies  themselves  were  more  likely  to  have 
babies  needing  neonatal  intensive  care,  suggesting  that 
factors  influencing  one  birth  carry  forward  to  the  next 
generation.  “In  view  of  the  increasing  survival  of  low-birth- 
weight  babies,  this  possibility  bears  further  investigation,” 
the  researchers  say,  writing  in  an  October  issue  of  JAMA. 

FREE  SERUM  TESTOSTERONE  RELATED 
TO  ACNE  IN  WOMEN 

Researchers  at  Emory  University  School  of  Medicine, 
Atlanta,  report  that  a group  of  women  with  acne  were  found 
to  have  almost  twice  as  much  free  testosterone  in  their 
circulation  as  an  equal  control  group  of  women  without 
acne.  [Free  testosterone,  unbound  to  serum  proteins, 
represents  about  one  percent  of  the  total  of  this  masculiniz- 
ing hormone  present  in  normal  women.]  Their  article  in  the 
October  1983  issue  oí  Archives  of  Dermatology,  one  of  nine 
medical  specialty  journals  published  by  the  American 
Medical  Association,  also  says  that  among  the  women  with 
acne,  46  percent  had  elevated  free  testosterone  even  though 
total  testosterone  was  elevated  in  only  16  percent.  The 
findings  may  provide  a more  rational  basis  for  corrective 
hormonal  treatment  of  acne,  the  researchers  say. 

NEW  ULCER  DRUG 

Approved  this  year  by  the  Food  and  Drug  Administra- 
tion, ranitidine  is  as  effective  as  cimetidine  in  treating 
duodenal  ulcers  without  inducing  the  adverse  reactions 
associated  with  the  latter-the  most  widely  prescribed  ulcer 
medication — says  William  B.  Strum,  MD,  from  the  Scripps 
Clinic  and  Research  Foundation,  LaJolla,  Calif  Writing  in 
the  October  14  issue  of  JAMA,  Strum  notes  that  ranitidine 
has  achieved  65  percent  to  85  percent  healing  over  four  to 
eight  weeks,  compared  to  75-95  percent  for  cimetidine, 
without  side  effects,  such  as  confusion,  impotence,  bone 
marrow  depression  and  delayed  metabolism  of  other  drugs. 
Ranitidine  may  be  the  drug  of  choice  in  patients  who  are 
elderly,  have  kidney  disease  and  are  taking  drugs 
metabolized  by  the  liver.  Strum  says. 

PROPHYLACTIC  ANTIBIOTIC  USE 
OFTEN  “INAPPROPRIATE” 

Use  of  prophylactic  antibiotics  (to  prevent  infections)  in 
surgery  is  “widespread  and  often  inapropriate,”  say  B. 
Joseph  Guglielmo,  PharmD,  and  colleagues  from  the 
University  of  California,  San  Francisco,  writing  in  the 
August  1983  Archives  of  Surgery.  The  researchers 
conducted  a literature  review  and  concluded  that  while 
prophylactic  antibiotics  are  indicated  for  a number  of 
surgical  procedures,  “there  are  conflicting  data  on  the 
usefulness  of  prophylaxis  in  abdominal  hysterectomy, 
cesarean  section,  noncardiac  thoracic  procedures,  and 
urologic  surgery”. 
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HETEROSEXUAL  CONTACT 
MAY  SPREAD  AIDS 

Some  high-risk  individuals  may  be  asymptomatic  carriers 
of  acquired  immune  deficiency  syndrome  (AIDS)  who  are 
capable  of  transmitting  the  syndrome  to  spouses  through 
heterosexual  contact,  say  researchers  reporting  in  the  Sept. 

9 issue  of  JAMA. 

Arthur  E.  Pitchenick,  MD  and  colleagues  from  the 
University  of  Miami  and  the  Centers  for  Disease  Control, 
base  their  hypothesis  on  reports  of  two  AIDS  patients  who 
were  not  homosexuals,  IV-drug  users,  hemophiliacs  of 
Haitians.  One  patient  was  the  wife  of  an  asymptomatic  IV- 
drug  user  while  the  second,  a 30-year-old  male,  had  no 
predisposition  to  the  disease  except  for  minimal,  normal 
contact  with  a homosexual  brother.  Neither  of  the  patients’ 
high  risk  relative  suffered  from  AIDS  which  suggests  that 
“an  asymptomatic  carrier  state  exists  and  that  unidentified 
host  factors  play  a role  in  the  clinical  expression  of  AIDS,” 
say  the  researchers. 

That  the  IV-drug  abuser,  who  may  have  been  an 
asymptomatic  carrier  of  AIDS,  and  may  have  transmitted 
the  disease  to  his  low-risk  wife  through  heterosexual 
intercourse  suggests  that  this  mode  of  transmission  may 
provide  a method  for  the  spread  of  AIDS  to  low  risk 
populations,  the  researchers  hypothesize. 

The  lifestyles  of  bisexuals,  homosexuals,  and  IV-drug 
abusers  is  strongly  associated  with  increased  exposure  to 
infectious  disease.  “We  would  also  expect  to  recognize 
subsequent  cases  more  sporadically  in  other  susceptible 
subjects  who  have  intimate  heterosexual  contact  with  these 
groups,”  the  researchers  say.  “By  heterosexual  transmission, 
AIDS  might  then  be  spread  further  in  still  fewer  numbers  to 
patients  in  the  general  population  who  have  no  obvious  risk 
factors.” 

Of  all  AIDS  cases  reported  to  the  Centers  for  Disease 
Control,  four  percent  are  patients  with  no  known  risk 
factors.  That  many  of  these  patients  are  in  the  sexually 
active  age  range  causes  the  researchers  to  reaffirm  their 
suspicions  that  sexual  contact  plays  a major  role  in  the 
spread  of  AIDS. 

“It  is  likely  that  the  two  patients  that  we  have  described, 
and  at  least  some  of  the  other  (low  risk  patients  reported  to 
the  CDC),  contracted  AIDS  through  intimate  heterosexual 
contact  directly  or  indirectly  with  persons  in  a high-risk 
group,”  say  the  researchers.  “Furthermore,  the  degree  of 
risk  may  not  have  been  appreciated  because  male  bisexua- 
lity and  IV  drug  abuse  often  are  not  obvious  and  AIDS 
transmitters  may  be  asymptomatic.” 

RESEARCHERS  STUDY  RELATION  BETWEEN 
LYMPH  NODE  DISEASE  AND  AIDS 

Findings  from  a New  York  City  study  of  lymph-node 
disease  in  homosexual  men  suggest  that  “a  lymphotropic 
agent,  probably  a virus,  causes  AIDS  as  a result  of  its 
destructive  effect  on  certain  populations  of  lymphoid  cells.” 

The  findings  represent  one  of  several  reports  on  the 
relation  between  AIDS  and  lymph-node  disease  appearing 
in  the  Sept.  9 issue  of  JAMA. 

In  Atlanta,  researchers  found  evidence  of  a potential 
predictor  of  the  outcome  in  patients  with  generalized 


lymphadenopathy,  a possible  precursor  of  AIDS:  and  in 
Los  Angeles  researchers  found  evidence  that  the 
immunodeficiency  noted  in  the  blood  of  AIDS  patients  may 
indicate  an  immunodeficiency  in  the  lymph  nodes  them- 
selves, “the  core  of  the  immune  system.” 

Harry  L.  loachim,  and  colleagues  from  New  York’s 
Lennox  Hill  Hospital  say  that  generalized  lymphade- 
nopathy may  not  only  be  a precursor  of  AIDS,  but  also  may 
provide  evidence  for  a common  infectious  cause.  “If  the 
generalized  lymphadenopathy,  sometimes  accompanied  by 
constitutional  symptoms  is  induced  by  a virus  and 
represents  a prodrome  of  AIDS,  The  then  Centers  for 
Disease  Control  documented  AIDS  cases  may  be  only  a 
small  portion  of  persons  who  have  been  exposed  to  this 
putative  viral  agent.” 

An  Atlanta  study  by  Russell  K.  Brynes,  MD,  of  Emory 
University  School  of  Medicine,  and  colleagues  suggests  that 
“lymphnode  morphological  findings  seem  to  be  a useful 
predictor  of  outcome  in  homosexual  men  with  generalized 
lympadenopathy.” 

In  Los  Angeles,  Robert  L.  Modlin,  MD,  of  the  University 
Southern  California  School  of  Medicine,  and  colleagues 
evaluated  blood  and  lymph-node  specimens  from  five 
homosexual  men  with  lymphadenopathy  and  from  seven 
homosexual  men  with  Kaposi’s  sarcoma,  and  compared 
findings  with  a control  group. 

“Our  findings  of  a reduced  ratio  of  helper  to  supressor  T 
cells  in  the  peripheral  blood  of  both  homosexual  men  with 
lymphadenopathy  and  those  with  Kaposi’s  sarcoma  confirm 
the  work  of  others,”  they  point  out,  adding  that  their  study 
goes  a step  further  by  showing  that  these  same  patients  also 
have  a reduced  helper-suppressor  ratio.  They  say  their  study 
suggests  that  the  immunodeficiency  found  extends  to  the 
core  of  the  immune  system  — the  lymph  nodes. 

LASER  EYE  SURGERY  AVERTS  BLINDNESS 

In  the  fight  against  senile  macular  degeneration,  the 
leading  cause  of  legal  blindness  past  age  60,  a group  of 
Boston  ophthalmologist  reports  sucess  using  laser  surgery 
to  avert  progressive  visual  loss  in  the  second  eye  of  patients 
who  already  have  adavanced  disease  in  the  first.  Sixteen 
months  after  green  argon  laser  surgery  to  “burn”  away 
abnormal  blood  vessels  at  the  back  of  the  eye,  vision  had 
improved  or  stabilized  in  36  (70  percent)  of  52  treated  eyes, 
writes  Alex  E.  Jalkh,  MD,  in  the  August  issue  of  Archives  of 
Ophthalmology.  Researchers  at  centers  in  the  U.S.  and 
abroad  are  investigating  the  benefits  of  newer  types  of  lasers, 
including  krypton  red  and  krypton  yellow,  against  the 
disease,  Jalkh  says. 
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INSTRUCCIONES  PARA  LOS  AUTORES 

El  Boletín  acepta  para  su  publicación  artículos  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmente  acepta  artículos  especiales  y correspondencia  que  pudiera 
ser  de  interés  general  para  la  prolesión  médica. 

Se  urge  a los  autores  se  esfuercen  en  perseguir  claridad,  brevedad,  e ir  a lo  pertinente 
en  sus  manuscritos  no  importa  el  tema  o formato  del  manuscrito. 

El  articulo,  si  se  aceptara,  será  con  la  condición  de  que  se  publicará  únicamente  en 
esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instrucciones: 

Manuscrito 

El  manuscrito  completo,  incluyendo  las  leyendas  y referencias  deberán  estar 
escritos  en  maqumilla  a doble  espacio;  por  un  solo  lado  de  cada  página,  en 
IRIPEICADO  y con  amplio  margen.  En  página  separada  deberá  incluirse  lo 
siguiente:  titulo,  nombre  del  autor(cs)  y su  grado  (ej.  MI),  EACP),  ciudad  donde  se 
hi/o  el  trabajo,  el  hospital  o institución  académica,  patrocinadores  del  estudio,  y si  un 
articulo  ha  sido  leido  en  alguna  reunión  o congreso,  asi  debe  hacerse  constar  como  una 
nota  al  calce. 

El  manuscrito  debe  comen/ar  con  una  breve  introducción  en  la  cual  se  especifique  el 
propósito  del  mismo,  l.as  secciones  principales  (como  por  ejemplo:  materiales  y 
métodos)  deben  identificarse  como  un  encabezamiento  al  centro  y en  letras 
mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clínicos  o investigaciones  de 
laboratorio  deben  organizarse  bajo  los  siguientes  encabezamientos:  Introducción, 
Materiales  y Métodos,  Resultados,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimiento  y Referencias. 

Articulos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la  siguiente 
fprma:  Introducción,  Materiales  y Métodos  si  es  aplicable.  Observaciones  del  Caso, 
Discusión,  Resumen  (en  español  e inglés).  Reconocimientos  y Referencias, 

Nomenclatura 

Deben  úsarse  los  nombres  genéricos  de  los  medicamentos.  Podrán  usarse  también 
Jos  nombres  comerciales,  entre  paréntesis,  si  asi  se  desea.  Se  usará  con  preferencia  el 
sistema  métrico  de  pesos  y medidas. 

Tablas 

Las  tablas  deben  aparecer  en  hojas  separadas.  Estas  deben  incluir  el  titulo,  y el 
número  de  la  tabla  debe  estar  en  romano.  Los  símbolos  de  unidades  deben  limitarse  al 
encabezamiento  de  las  columnas.  Se  deben  omitir  lineas  verticales  y horizontales  en  la 
tabla.  Se  usará  en  las  tablas  el  mismo  idioma  en  el  cual  está  escrito  el  articulo.  Deben 
limitarse  las  tablas  a sólo  aquellas  que  contribuyan  al  mejor  entendimiento  del 
manuscrito. 

Ilustraciones 

Las  fotografías  y microfotografias  se  someterán  como  copias  en  papel  de  lustre,  sin 
montar.  En  el  reverso  de  la  figura  debe  aparecer  el  número  de  la  figura  (arábigo)  y el 
autor.  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición  del 
problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis  al  nivel  de  la  linea  u oración.  Al  final 
de  cada  articulo  las  referencias  deben  aparecer  en  el  orden  numérico  en  que  se  citan  en 
el  texto.  Deben  utilizarse  solamente  las  abreviaturas  indicadas  en  el  “Cumulative 
Index  Medicus”  que  publica  la  Asociación  Médica  Americana.  Las  referencias  deben 
seguir  el  patrón  que  se  describe  a continuación. 

1 . Para  articulos  de  revistas:  Apellido(s)  e iniciales  del  nombre  del  autor(es),  titulo 
del  articulo,  nombre  de  la  revista,  año,  volumen,  número,  páginas.  Por  ejemplo: 

Villavicencio  R:  Soplos  Inocentes  en  Pediatría,  Bol.  Asoc.  Méd.  P.  Rico 

1981;  73(10):  479-87 

Si  hay  más  de  5 autores,  incluir  los  primeros  3 y añadir  et  al, 

2.  Para  citación  de  libros  donde  el  autor(es)  del  capítulo  citado  es  a su  vez  el  (los) 
editor(es):  Apellido(s)e  iniciales  del  autor(es),  título  del  libro,  número  de  edición, 
ciudad,  casa  editora,  año  y página.  Por  ejemplo: 

Keilh  Jl).  Ruwe  RD.  V¡ad  P:  Heart  Disease  in  Infancy  and  Childhood,  3d. 

Ed.,  New  York,  MacMillan,  1978,  p.  789 

3.  Para  citación  de  libros  donde  el  editor) es)  no  es  el  autor(es)del  capitulo  citado  se 
añade  el  autor(es)  del  capitulo  y el  título  del  mismo.  Por  ejemplo: 

Olley  PM:  Cardiac  Arrythmias:  In:  Keith  Jü.  Ruwe  RD.  Vlad  P Eds.  Heart 

Disease  in  Infancy  and  Childhood,  3d  Ed,,  New  York,  MacMillan,  1978,  p 

275-301 

Cartas  al  Editor 

Se  publicarán  a discreción  de  la  Junta  Editora.  Deben  estar  escritas  en  maquinillaa 
doble  espacio,  no  deben  ser  mayores  de  500  palabras,  ni  incluir  más  de  cinco  refencias. 


INSTRUCTIONS  TO  AUTHORS 

The  Boletín  will  accept  for  publication  contributions  relating  to  the  various  areas  of 
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subjects  of  general  interest  to  physicians  will  also  be  accepted.  All  material  is  accepted 
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Manuscripts 
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double  spaced  in  I RIPI.ICATE  with  ample  margins.  A separate  title  page  should 
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work  was  done,  hospital  or  academic  institutions,  acknowledgement  of  financial 
sponsors,  and  if  the  paper  has  been  presented  at  a meeting  the  place  and  date  should  be 
given. 

Ihe  manuscripts  should  start  with.a  brief  introductory  paragraph  or  paragraphs 
which  should  state  its  purpose.  The  main  sections  (for  example.  Materials  and 
Methods)  should  be  identified  by  center  headings  in  capital  letters. 

Articles  report  mg  the  results  of  clinical  studies  or  laboratory  investigation  should  be 
organized  under  the  following  headings:  Introduction,  Material  and  Methods,  Results 
il  indicated.  Discussion,  Summary  in  English  and  Spanish,  Acknowledgments  if  any, 
and  References. 

Nomenclature 

Generic  names  of  drugs  should  be  used;  trade  names  may  also  be  given  in 
parenthesis,  if  desired.  Metric  units  of  measurement  should  be  used  preferentially). 

Tables 

I hese  should  be  typed  on  separate  sheets  with  the  title  and  table  number  (Roman) 
centered.  Symbol  for  units  should  be  confined  to  the  column  headings.  Vertical  and 
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the  article.  They  should  supplement,  not  duplicate  the  test. 

Figures 

Photographs  and  photomicrographs  should  be  submitted  as  glossy  prints, 
unmounted.  They  should  be  labeled  in  the  back  with  the  name  of  the  authors  and 
figure  number  (Arabic)  and  the  top  should  be  indicated.  Legends  to  the  figures  should 
be  typed  on  a separate  sheet. 

Summary 

An  abstract  not  longer  than  150  words  should  accompany  all  articles.  It  must 
include  the  main  points  that  present  the  core  of  the  article  and  the  exposition  of  the 
problem,  method,  results,  and  conclusions. 
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2.  For  books  when  the  authors  of  the  cited  chapter  is  at  the  same  time  the  editor: 
Surname  and  initials  of  aulhor(s),  title,  edition,  city,  publishing  house,  year  and 
page.  For  example: 

Keith  JD.  Rowe  RD.  I'lad  P:  Heart  Disease  in  Infancy  and  Childhood,  3d 
Ed..  New  York,  MacMillan,  1978,  p.  789 

3.  For  chapter  in  book  when  the  author  of  Ihe  chapter  is  not  one  of  the  editors: 

UHey  PM:  Cardiac  Arrythmias:  In:  Keith  JD.  Ruwe  RD.  I'lad  P,  Heart 
Disease  in  Infancy  and  Childhood,  3d  Ed.  New  York.  MacMillan.  1978, 
275-301 

Letters  to  the  Editor, 

Will  be  published  at  the  discretion  of  the  Editorial  Board.  I hey  should  be 
typewritten  double-spaced,  should  not  exceed  500  words  nor  more  than  five 
references. 
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SIMULTANEOUS  TRANSLATION 
OF  ALL  CONFERENCES 
WILL  BE  AVAILABLE, 


Accreditation : 

60  Category  1 credit  hours 
60  Family  Physician  credit,  hour 

For  Registration: 

Cuban  Society  oT  Surgery 
Puerto  Rico  Chapter 
El  Monte  Mall  No.  28-29 
Hato  Rey,  Puerto  Rico  OO918 
$230.00 


THIRD  INTERNATIONAL  MEETING 
Hotel  Caribe  Hilton  March  26-31,  1094 
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on  March  28-29,  1984 
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If  you  reserve  on  Eastern  (800)  327-1295  and  mention  our  Convention 
you  can  take  advantage  of  discounts  of  up  to  30%  off  regular  fares. 

For  reservations  at  the  Caribe  Hilton,  call  (809)  721-0303 


The  wei^t  of 
objective  evidence 
supports  the  clinical 
efficacy  of  ^ 

Dalmane  ® m 

flurazepam  HCI/Roche 

15-mg/30-mg  capsules 

• Studied  extensively  in  the  sleep  labora- 
tory— the  most  valid  environment  for 
measuring  hypnotic  efficacy.' 

• Studied  in  over  200  clinical  trials  involv- 
ing over  10,000  patients. 

• During  long-term  therapy,  which  is  sel- 
dom required,  periodic  blood,  kidney  and 
liver  function  tests  should  be  performed. 

• Contraindicated  in  patients  who  are  preg- 
nant or  hypersensitive  to  flurazepam. 


• Caution  patients  about  drinking  alcohol, 
driving  or  operating  hazardous  machinery 


References:  1.  Kales  A et  al:  J Clin  Pharmacol  17:207- 
213,  Apr  1977  and  data  on  file,  Hoffmann  La  Roche  Inc., 
Nutley,  NJ.  2.  Kales  A:  Data  on  file,  Hoffmann-La  Roche 
Inc,,  Nutley,  NJ.  3.  Zimmerman  AM:  Curr  Ther  Res 
/3:18-22,  Jan  1971.  4.  Kales  A et  al:  JAMA  24/:1692-1695, 
Apr  20,  1979.  5.  Kales  A,  Scharf  MB,  Kales  JD:  Science 
20/:1039  1041,  Sep  15,  1978.  6.  Kales  A et  al:  Clin 
Pharmacol  Ther  /9:576-583,  May  1976.  7.  Kales  A,  Kales 
JD:  Pharmacol  Physicians  4:1-6,  Sep  1970.  8.  Frost  JD  Jr, 
DeLucchi  MR:  J Am  Geriatr  Soc  27:541-546,  Dec  1979. 

9.  Dement  WC  et  al:  Behav  Med  5:25-31,  Oct  1978. 

10.  Vogel  GW:  Data  on  file,  Hoffmann-La  Roche  Inc., 
Nutley  NJ.  II.  Karacan  I,  Williams  RL,  Smith  JR:  The 


sleep  laboratory  in  the  investigation  of  sleep  and  sleep 
disturbances.  Scientific  exhibit  at  the  124th  annual  meet- 
ing of  the  American  Psychiatric  Association,  Washing- 
ton, DC,  May  3-7,  1971.  12.  Poliak  CP,  McGregor  PA, 
Weitzman  ED:  The  effects  of  flurazepam  on  daytime 
sleep  after  acute  sleep-wake  cycle  reversal.  Presented  at 
the  15th  annual  meeting  of  the  Association  for  Psycho- 
physiological  Study  of  Sleep,  Edinburgh,  Scotland,  June 
30-July  4,  1975.  13.  Data  on  file,  Hoffmann-La  Roche  Inc. 
Nutley,  NJ. 

Dalmane’^  ® 

(flurazepam  HCl/Roche) 

Before  prescribing,  please  consult  complete  prod- 
uct information,  a summary  of  which  follows: 
Indications:  Effective  in  all  types  of  insomnia  charac- 
terized by  difficulty  in  falling  asleep,  frequent  nocturnal 
awakenings  and/or  early  morning  awakening;  in  patients 
with  recurring  insomnia  or  poor  sleeping  habits;  in 
acute  or  chronic  medical  situations  requiring  restful 
sleep.  Objective  sleep  laboratory  data  have  shown  effec- 
tiveness for  at  least  28  consecutive  nights  of  administra- 
tion. Since  insomnia  is  often  transient  and  intermittent, 
prolonged  administration  is  generally  not  necessary  or 
recommended.  Repeated  therapy  should  only  be  under- 
taken with  appropriate  patient  evaluation. 
Contraindications:  Known  hypersensitivity  to  fluraze- 
pam HCl;  pregnancy  Benzodiazepines  may  cause  fetal 
damage  when  administered  during  pregnancy.  Several 
studies  suggest  an  increased  risk  of  congenital  malfor- 
mations associated  with  benzodiazepine  use  during  the 
first  trimester.  Warn  patients  of  the  potential  risks  to  the 
fetus  should  the  possibility  of  becoming  pregnant  exist 
while  receiving  flurazepam.  Instruct  patient  to  discon- 
tinue dmg  prior  to  becoming  pregnant.  Consider  the 
possibility  of  pregnancy  prior  to  instituting  therapy. 
Warnings:  Caution  patients  about  possible  combined 
effects  with  alcohol  and  other  CNS  depressants.  An  addi- 
tive effect  may  occur  if  alcohol  is  consumed  the  day  fol- 
lowing use  for  nighttime  sedation.  This  potential  may 
exist  for  several  days  following  discontinuation.  Caution 
against  hazardous  occupations  requiring  complete  men- 
tal alertness  (e.g.,  operating  machinery,  driving).  Poten- 
tial impairment  of  performance  of  such  activities  may 
occur  the  day  following  ingestion.  Not  recommended  for 
use  in  persons  under  15  years  of  age.  Though  physical 
and  psychological  dependence  have  not  been  reported 
on  recommended  doses,  abrupt  discontinuation  should 
be  avoided  with  gradual  tapering  of  dosage  for  those 
patients  on  medication  for  a prolonged  period  of  time. 
Use  caution  in  administering  to  addiction-prone  individ- 
uals or  those  who  might  increase  dosage. 

Precautions:  In  elderly  and  debilitated  patients,  it  is 
recommended  that  the  dosage  be  limited  to  15  mg  to 
reduce  risk  of  oversedation,  dizziness,  confusion  and/or 
ataxia.  Consider  potential  additive  effects  with  other 
hypnotics  or  CNS  depressants.  Employ  usual  precau- 
tions in  severely  depressed  patients,  or  in  those  with 
latent  depression  or  suicidal  tendencies,  or  in  those 
with  impaired  renal  or  hepatic  function. 

Adverse  Reactions:  Dizziness,  drowsiness,  lighthead- 
edness, staggering,  ataxia  and  falling  have  occurred, 
particularly  in  elderly  or  debilitated  patients.  Severe 
sedation,  lethargy,  disorientation  and  coma,  probably 
indicative  of  drug  intolerance  or  overdosage,  have  been 
reported.  Also  reported:  headache,  heartburn,  upset 
stomach,  nausea,  vomiting,  diarrhea,  constipation,  Gl 
pain,  nervousness,  talkativeness,  apprehension,  irritabil- 
ity, weakness,  palpitations,  chest  pains,  body  and  joint 
pains  and  GU  complaints.  There  have  also  been  rare 
occurrences  of  leukopenia,  granulocytopenia,  sweating, 
flushes,  difficulty  in  focusing,  blurred  vision,  burning 
eyes,  faintness,  hypotension,  shortness  of  breath,  pruri- 
tus, skin  rash,  dry  mouth,  bitter  taste,  excessive  saliva- 
tion, anorexia,  euphoria,  depression,  slurred  speech, 
confusion,  restlessness,  hallucinations,  and  elevated 
SGOT,  SGPT,  total  and  direct  bilirubins,  and  alkaline 
phosphatase;  and  paradoxical  reactions,  e g.,  excite- 
ment, stimulation  and  hyperactivity. 

Dosage:  Individualize  for  maximum  beneficial  effect. 
Adults:  30  mg  usual  dosage;  15  mg  may  suffice  in  some 
patients.  Elderly  or  debilitated  patients:  15  mg  recom- 
mended initially  until  response  is  determined. 

Supplied:  Capsules  containing  15  mg  or  30  mg  fluraze- 
pam HCl. 


Roche  Products  Inc. 
Manati,  Puerto  Rico  00701 


BOSTON,  MASS.  0^115 


Contemporary  HypnoticTherapy 

Dalmane*  [flurazepam  HCI /Roche]  Stands  Apart 


Only  one 
sleep  medication 
objectively 
fulfills  all  these 
importot 
criteria: 
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•Rapid  onset  of  sleep.^ 

•More  total  sleep  time  on  the  first 
3 nights  of  therapy  J 

•More  total  sleep  time  on  nights 
12  tol4  of  therapy.^ 

•Continued  efficacy  for  at  least  28  nights: 

•Seldom  produces  morning  hangover.^ 

•Avoids  rebound  insomnia  when 
therapy  is  discontinued.’’"'’^ 


15-mg/30-mg  capsules 


/ pnpuf  > Roche  Products  Inc. 

\ Manatí,  Puerto  Rico  00701 

Copynght  © 1984  by  Roche  Products  Inc.  All  rights  reserved. 

Please  see  summary  of  product  information  on  reverse  side. 
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Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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Columna  del  Editor 


Revisando  el  contenido  de  este  número  podemos 
apreciar  la  variedad  del  mismo  y la  importancia  didác- 
tica de  los  trabajos  publicados  así  como  la  calidad  científica 
de  los  mismos.  La  selección  de  los  trabajos  sometidos  para 
publicación  es  un  proceso  difícil  por  la  objetividad  e impar- 
cialidad que  requiere  de  los  árbitros  que  los  revisan,  aparte 
de  un  dominio  absoluto  del  tema,  para  poder  realizar  una 
adecuada  evaluación  del  artículo.  No  son  muchas  las  per- 
sonas en  nuestro  país  que  están  dispuestos  a realizar  esta 
labor,  aunque  siempre  luego  del  acercamiento  personal 
hemos  logrado  obtener  su  valiosa  colaboración. 

Las  decisiones  que  toma  la  Junta  Editora  en  cuanto  a 
aprobar  o rechazar  un  artículo  para  publicación  siempre 
están  basadas  en  las  recomendaciones  hechas  por  los 
árbitros  consultados.  El  comunicarle  al  autor  que  su 
artículo  ha  sido  aceptado  es  fácil,  lo  difícil  es  lo  contrario  y 
en  ambas  ocasiones  toca  al  Editor  dar  la  noticia.  No  rehui- 
mos a esta  labor  pues  es  inherente  al  cargo  que  se  ocupa  y se 
hace  velando  por  mantener  los  requisitos  de  originalidad, 
excelencia  científica  y relevancia  médica  que  merece  nuestra 
revista.  La  redacción,  presentación  y valor  didáctico  del 
artículo  son  también  aspectos  muy  importantes  en  la 
evaluación  de  los  manuscritos.  La  mayor  parte  de  los 
artículos  rechazados  demuestran  invariablemente  fallas 
significativas  en  alguno  de  estos  aspectos. 

En  el  futuro  comentaremos  más  específicamente  sobre  el 
sentir  de  esta  Junta  Editora  en  cuanto  a la  finalidad  y forma 
que  a nuestro  juicio  debe  poseer  un  artículo  científico  para 
su  publicación.  Reconocemos  que  existen  diversos  criterios 
en  ese  sentido,  y en  la  diversidad  de  criterios  es  aconsejable 
seguir  la  norma  de  oro:  “defender  la  verdad,  atacar  el  error, 
respetar  las  personas”. 


Rafael  Villavicencio,  M.D,.  FACC 

Presidente  Junta  Editora 
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NUESTRA  PORTADA 


Puerta  de  San  Juan.  Acrilico  de  9 1/2  x II  1/2”  de  la  artista 
puertorriqueña  Isabel  Bernal  con  fecha  de  1983. 

Nuestra  artista  esa  nativa  de  San  Sebastián  y manifiesta  el  interés  por  la 
pintura  desde  su  niñez.  Al  graduarse  de  Escuela  Superior  prosigue  estudios 
en  Mount  Mary  College  en  Milwakee,  Wisconsin,  donde  aprende  diseño  y 
serigrafía  sobre  tela.  Más  tarde  se  traslada  a la  Universidad  de  Puerto  Rico 
donde  comienza  a pintar  con  el  Dr.  Osiris  Delgado  y obtiene  su 
Bachillerato  en  Artes. 

Luego  de  graduarse  comienza  a trabajar  en  la  División  de  Educación  a la 
Comunidad  del  Departamento  de  Instrucción  donde  comparte  labores  con 
artistas  de  la  talla  de  Lorenzo  Homar,  Rafael  Tufiño,  Epifanio  Irizarry, 
Carlos  Raquel  Rivera,  José  Meléndez  Contreras,  y otros.  Es  observando  a 
estos  maestros  de  la  pintura  puertorriqueña,  y trabajando  junto  a ellos  que 
alcanza  la  culminación  de  su  aprendizaje. 

Sus  pinturas  y serigrafías  han  desfilado  por  las  galerías  de  arte  del  país  en 
múltiples  exposiciones  colectivas. 

Nuestra  artista  pinta  del  natural  y sus  pinturas  van  desde  el  paisaje  rural 
al  urbano,  y al  retrato.  Como  puede  apreciarse  en  la  portada,  Isabel  capta 
magistrairnente  el  ambiente  puertorriqueño  en  una  combinación  armo- 
niosa de  colores  que  le  prestan  a sus  cuadros  un  encanto  nostálgico 
singular. 

Isabel  posee  una  vinculación  familiar  estrecha  con  la  medicina  puerto- 
rriqueña, pues  su  hermano  mayor  es  el  Dr.  José  Bernal  Rosa,  Cirujano. 
Además,  es  prima-hermana  de  cuatro  médicos:  el  Dr.  Delfín  Bernal 
Cabrero  (Radiólogo),  el  Dr.  Víctor  Bernal  del  Río  (Psiquíatra),  el  Dr. 
Bernal  Vargas  (Residente  de  Psiquiatría),  y el  Dr.  Manuel  Vargas  Bernal. 

La  obra  que  aparece  en  la  portada  está  proyectada  para  reproducirse  en 
serigrafías  en  un  futuro  cercano.  La  Asociación  Médica  de  Puerto  Rico 
agradece  a Isabel  Bernal  su  cooperación  con  el  Boletín  al  permitir  la  utiliza- 
ción de  su  obra  para  nuestra  portada. 
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Medical  Manpower  Needs 
for  Puerto  Rico 


In  our  modern  society,  prediction  of  future  develop- 
ment is  of  utmost  importance  if  we  are  to  plan  logically 
for  the  future.  Whereas  in  the  pre-industrial  society  acquisi- 
tion of  experience  from  a well-established  and  stable 
tradition  was  the  key  to  success,  in  our  everchanging  times 
where  even  recent  experience  fast  becomes  obsolete,  it  is 
necessary  to  plan  according  to  probable  predicted  scenarios. 
John  Naisbitt  in  his  book  Megatrends  comments  that 
“Change  is  occuring  so  rapidly  that  there  is  no  time  to  react; 
instead  we  must  anticipate  the  future”. 

In  the  health  field  our  ability  to  predict  future  trends  is 
becoming  increasingly  important.  The  question  of 
manpower  needs  in  this  large  and  complex  field  of  modern 
society  is  difficult  to  approach.  To  be  complete,  we  must  not 
only  deal  with  the  relatively  simpler  question  of  quantity, 
but  also  with  the  instruments  that  measure  levels  of  quality 
in  health  maintainance  and  care.  But  even  if  we  obviate  the 
question  of  quality,  the  analysis  of  manpower  requirements 
can  be  quite  overwhelming.  Not  only  would  we  be  obliged  to 
study  the  needs  for  physicians  but  also  those  for  dentists, 
nurses,  social  workers,  health  administrators  and  other 
related  health  professionals. 

Despite  the  obvious  difficulties,  attempts  have  been  made 
to  obtain  a picture,  past,  present,  and  future  of  medical 
manpower.  Schonfeld  and  others  at  the  Yale  School  of 
Medicine  carried  out  extensive  research  into  developing 
estimates  of  required  physician  manpower.'  Using  a peer 
judgement  approach,  they  developed  a model  based  on 
physician-hour  requirements  to  adequately  diagnose  and 
treat  over  200  disease  categories.  Another  study  which  had  a 
significant  impact  upon  planning  for  medical  manpower 
needs  is  the  Report  of  the  Graduate  Medical  Education 
National  Advisory  Committee  (GMENAC).^  Using  a 
Delphi  panel  methodology,  this  group  estimated  both  the 
demand  and  the  supply  for  target  dates  in  the  future.  In 
Puerto  Rico,  a study  under  the  auspices  of  the  Medical 
Sciences  Campus  (U.P.R.)  has  published  preliminary 
results  of  predicted  medical  supply  and  demand  for  1985. ^ 
Common  to  all  these  studies  is  the  prediction  of  an 
oversupply  of  physicians  in  the  near  future. 


These  predicted  surpluses  are  in  contrast  to  other 
previous  reports.  The  Ewing  study  (1948),“'  an  A.M.A. 
report  by  Dickinson  (1950),^  the  Magnuson  Commission 
Report  (1951)^  and  finally  the  Bane  Report  (1959)^  all 
envisioned  significant  shortages  in  the  1960’s  and  1970’s. 
These  studies  were  the  basis  for  federal  legislation  that  had 
as  its  purpose  a 50%  increase  in  the  number  of  medical 
graduates  by  1975.  These  initiatives  were  the  origin  of  the 
now  defunct  capitation  grants. 

The  results  of  these  stimulatory  interventions  has  been  an 
increase  in  both  medical  schools  and  medical  graduates.  In 
the  U.S.  the  number  of  medical  schools  has  jumped  from  80 
to  127  over  the  past  three  decades,  and  medical  graduates 
have  risen  from  5,500  to  15,000.  Since  the  founding  of  the 
first  medical  school  in  Puerto  Rico  in  1950,  we  have  seen  the 
tripling  of  accredited  institutions  and  the  emergence  of 
others  who  have  not  achieved  official  recognition.  The 
number  of  Puerto  Rico  medical  graduates  has  skyrocketed 
from  45  to  over  300  per  year.  These  figures  do  not  include 
those  Puertorrican  students  in  foreign  medical  schools  that 
eventually  return  to  practice  in  Puerto  Rico  and  who 
practically  double  the  number  of  new  physicians  entering 
the  medical  field  each  year. 

The  number  of  practicing  physicians  has  rapidly 
increased  in  the  United  States  from  160  per  100,000  popula- 
tion in  1970  to  nearly  200  now.  In  Puerto  Rico  we  presently 
have  approximately  157  physicians  per  100,000  population, 
well  within  the  reccomended  levels  by  the  World  Health 
Organization.  Thus  a picture  of  saturation  emerges,  even 
without  including  the  expected  major  brunt  of  the  stimula- 
tory policies  of  the  past  decade,  which  is  still  to  be  fully  felt. 

For  the  future,  both  in  the  United  States  and  Puerto  Rico, 
more  dramatic  surpluses  are  predicted.  Maldonado  and 
collaborators  estimate  that  the  yearly  need  for  new 
physicians  by  the  year  1985-86  will  be  200  to  300,  whereas  it 
is  predicted  that  nearly  600  will  be  entering  the  field. ^ 

Another  important  aspect  of  the  manpower  issue  is  that  of 
distribution,  both  geographical  and  by  specialties.  At 
present  there  is  a heavy  preponderance  of  physicians  and 
medical  specialists  within  the  greater  San  Juan  Metropo- 
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litan  Area.^  Nationwide,  projected  figures  for  1990  suggest 
shortage  in  a few  areas  (child  and  general  psychiatry, 
emergency  medicine,  preventive  medicine),  but  large 
surpluses  in  most  (including  all  surgical  specialties). 2 

In  view  of  these  findings  and  predictions,  we  consider  it 
important  that  studies  of  manpower  needs  in  Puerto  Rico  be 
further  defined.  Using  as  a base  of  departure  the  important 
study  by  the  Maldonado  group,  we  believe  that  the  various 
medical  specialty  groups  should  take  up  the  challenge  and 
define  in  depth  and  from  the  particular  group’s  perspective, 
the  real  needs  for  Puerto  Rico.  The  surgical  specialties,  for 
example,  could  develop  a specific  study  model  and  carry  out 
an  analysis  of  the  current  status  of  surgical  services  in  Puerto 
Rico.  Essential  to  the  success  of  this  endeavor  would  be 
ample  participation  of  institutions  dealing  with  the 
educational  and  service  components,  such  as  the  Medical 
Sciences  Campus,  the  various  schools  of  medicine,  the 
Department  of  Health,  the  School  of  Public  Health,  and  the 
Surgical  training  programs. 

It  is  clear  however,  that  the  emphasis  of  medical 
manpower  promotion  should  shift  from  major  considera- 
tions of  total  numbers  to  one  of  better  geographical  and 
specialty  distribution,  and  to  efforts  at  quality  improve- 
ments. Contrary  to  most  areas  of  economic  activities  in  our 
society  where  an  increase  in  supply  usually  results  in  a 
decrease  in  price,  it  has  been  amply  documented  that 
increases  in  available  medical  manpower  (supply)  far  from 
lowering  associated  costs,  results  in  escalating  expenses. 
Therefore  it  behooves  us  to  concentrate  more  on  educating 
better  medical  graduates  into  fields  that  have  been 
designated  as  having  priority  with  respects  to  our  needs  in 


Puerto  Rico.  Key  to  these  effort  is  obtaining  reliable  data  on 
future  manpower  requirements,  and  the  cooperation  of 
institutions  of  medical  education  to  tailor  their  product  to 


Pedro  J.  Rosselló,  M.D.,  F.A.C.S.,  F.A.A.P. 


Associate  Professor 

University  of  Puerto  Rico  School  of  Medicine 
REFERENCES: 

1.  Schonfeld  H.K.,  Heston  J.F.,  Fall  I.S.  Standards  for  good  medical  care: 
U.S.  Department  of  Health,  Education  and  Welfare  publication  no. 
(SSA)  75-11926  February  1975. 

2.  Tartar  A.R.  Summary  Report  of  the  Graduate  Medical  Education 
National  Advisory  Committee.  DHHS  publication  no.  (HRA)  81-651 
September  1980. 

3.  Maldonado  N.,  Batista  E.,  Crespo  K.  Perspectivas  de  la  Educación 
Médica  en  Puerto  Rico  para  la  decada  de  1980.  Noviembre  1982. 

4.  Report  on  the  Commission  on  Physicians  for  the  Future. 

Josiah  Macy  Jr.  Foundation,  1976. 

5.  Dickson  F.G.,  How  bad  is  the  distribution  of  physicians?  Bulletin  94S, 
Bureau  of  Medical  Economics  Research,  American  Medical 
Association  1954. 

6.  Building  America’s  Health,  American  Health  Status,  Needs  and 
Resources-  A Report  to  the  President  by  the  President’s  Commission 
on  the  Health  Needs  of  the  National,  Vol.  1 and  2,  U.S.  Government 
Printing  Office,  Washington,  D.C.,  1951. 

7.  Physicians  for  a Growing  American-Report  of  the  Surgeon  General’s 
Consultant  Group  on  Medical  Education,  Public  Health  Service 
Publication  No.  709,  U.S.  Government  Printing  Office,  Washington, 
DC.  1959. 


44 


Carcinoma  Lobular  de  la  Mama 


Los  tumores  epiteliales  malignos  de  la  mama  (Tabla  I), 
ocurren  usualmente  en  mujeres  de  45  a 55  años  de  edad 
o post-menopáusicas.  El  carcinoma  lobular  o acinar  in-situ 
de  la  mama  es  una  variante  histológica  rara  que  ocurre  casi 
siempre  en  mujeres  jóvenes  pre-menopáusicas.  Este  tumor 
se  presenta  en  dos  formas:  carcinoma  lobular  in-situ  y 
carcinoma  infiltrante. 

TABLA  I 

Clasificación  Histólogica  de  Tumores  Epiteliales  de  Mama 
(Organización  Mundial  de  la  Salud) 
Carcinomas 

1.  Intracanalicular  y carcinoma  intralobular  no  infiltrante 

2.  Carcinoma  infiltrante 

3.  Tipos  histológicos  específicos 

a)  Carcinoma  medular 

b)  Carcinoma  papilar 

c)  Carcinoma  adenoquístico  (cribiforme) 

d)  Carcinoma  mucoide 

e)  Carcinoma  lobular 

f)  Carcinoma  escamoso 

g)  Enfermedad  de  Paget 

h)  Carcinoma  originándose  en  cistosarcoma  phyllodes 

El  carcinoma  lobular  representa  aproximadamente  el 
10%  de  los  tumores  malignos  de  la  mama  y se  origina  de  los 
acinos  mamarios  o sea,  la  parte  distal  de  los  tubulillos.  El 
carcinoma  lobular  in-situ  es  un  tumor  peculiar  que  usual- 
mente aparece  como  un  hallazgo  incidental  en  el  tejido 
mamario  removido  por  otras  razones,  casi  siempre  enfer- 
medad fibroquística,  aunque  la  lesión  puede  ser  diagnosti- 
cada por  mamografía. 

Quizás  la  característica  clínica  más  sobresaliente  de  este 
tumor  es  su  tendencia  a presentarse  como  una  lesión  multi- 
céntrica  y bilateral. 


Cuando  se  relaciona  el  pronóstico  de  cáncer  de  mama  con 
el  tipo  histológico  (Tabla  II),  encontramos  que  el  80%  de  las 
pacientes  con  carcinoma  lobular  in-situ  sobrevive  los  cinco 
años,  contrario  a las  pacientes  con  carcinoma  infiltrante 
cuya  sobrevida  a cinco  años  es  solamente  de  51%. 

Veinte  porciento  de  las  pacientes  con  carcinoma  lobular 
in-situ  mueren  en  un  período  de  tres  años,  comportándose 
como  las  otras  variantes  de  carcinoma  infiltrante  de  la 
mama,  lo  cual  hace  pensar  que  en  el  rpomento  del  diagnós- 
tico patológico  habían  otras  áreas  de  tumor  infiltrante  que 
no  aparecieron  en  la  biopsia. 


TABLA  II 


Pronóstico  de  Cáncer  de  Mama  Relacionado  con  el 
Tipo  Histológico 


Favorable 

Carcinoma 
lobular  in-situ 
Carcinoma 
intraductal 
Carcinoma 
mucinoso 

Carcinoma  papilar 
Carcinoma  tubular 
Carcinoma 
adenoquístico 
Carcinoma 
secretario 
Enfermedad  de 
Paget 

1)  Principles  and  Practice  of  Surgical  Pathology,  Vol.  I,  1983. 

Es  importante  que  el  cirujano  obtenga  suficiente  tejido 
mamario  representativo  para  hacer  un  diagnóstico 
adecuado  en  relación  a la  extensión  de  la  lesión.  Micros- 
cópicamente el  carcinoma  lobular  in-situ  se  caracteriza  por 


Intermedio 

Carcinoma  ductal 
infiltrante 
Carcinoma  lobular 
infiltrante 

Carcinoma  apocrino 


Desfavorable 

Carcinoma 
inflamatorio 
Carcinoma  de 
células  en  anillo 
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una  proliferación  intra-lobulillar  de  las  células  que  tapizan 
el  acino  mamario  que  se  distiende  y cuya  luz  puede  o no 
ocluirse  totalmente. 

Se  observan  dos  tipos  de  células  en  esta  proliferación 
maligna:  células  pequeñas  redondas  con  núcleo  hipercromá- 
tico  y células  más  grandes  con  núcleo  hipercromático  y 
nucleólo  prominente.  Las  células  son  bien  uniformes  con 


muy  poco  pleomorfismo  (Figura  1)  y muy  pocas  o raras 
mitosis.  La  necrosis  tumoral  de  las  células  tan  común  en  los 
tumores  intraductales  está  ausente  en  carcinoma  lobular  in- 
situ.  La  proliferación  maligna  puede  estar  limitada  a un  solo 
lóbulo  o presentarse  multicéntrico.  En  la  variedad 
infiltrante  las  células  tienden  a disponerse  en  fila  india 
(Figura  2). 


Figura  1.  Carcinoma  lobular  in-situ  de  la  mama 


Figura  2.  Carcinoma  lobular  in-$itu,  infiltrante 
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What  can  you  do  for 
hypertensives  like  Laura  K? 


Noncompliant 

Frequently  misses  one 
or  more  of  her  three 
daily  pills. 


Worsening 

Controlled  at  last  visit 
but  now  her  diastolic 
reads  101  mmHg... 
age  64. 


Depressed 

Sleeps  badly  and 
sometimes  has  bad 
dreams. 


Rely  on  one-tablet-a-day 
dosage  and  cardíoselectívíty.' 


“Real  life”  efficacy 

Laura  K represents  5,335  women  between  56  and  70 
treated  effectively  in  the  28-day  TENORMIN  evaluation 
of  39,745  hypertensives  of  all  types.  The  setting  for  the 
evaluation  was  real  life— the  daily  practices  of  9,500 
U.S.  physicians.' 

Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy 
and  safety  of  TENORMIN  had  already  been  established 
worldwide  by  hundreds  of  published  clinical  studies 
and  more  than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data 
were  analyzed  for  variables  such  as  sex,  age,  race,  and 
weight,  a large  majority  of  patients  in  each  group 
achieved  satisfactory  blood  pressure  control.’ 

Of  all  controlled  cases,  an  impressive  95% 
reported  feeling  well,  an  important  consideration  in 
hypertension  management.^ 

Few  CNS  effects 

Little  or  no  depression,  hallucinations,  or  sleep  distur- 
bances such  as  insomnia  or  nightmares  have  been 
reported  with  TENORMIN— making  it  an  excellent 
choice  for  patients  like  Laura  K,  who  may  experience 
CNS  effects  with  other  antihypertensive  agents. 

*Cardioselectivity  denotes  a relative  prefer- 
ence for  /3,  receptors,  located  chiefly  in  car- 
diac tissue.  This  preference  is  not  absolute. 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects'^  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
1 5%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.’ 


For  Laura  K...and  virtually 
all  your  hypertensive  patients 


(arenolol) 


; following  page  for  brief  summary 
irescribing  informafion. 


STUART  PHARMACEUTICALS 


HI  ONE  TABLETA  DAY 

TCNORMIK 


For  Laura  K... 
and  virtually 
all  your 
hypertensive 
patients 


(atenolol) 


TENORMIN"  (atenolol) 

A betarselective  blocking  agent  for  hypertension 

DESCRIPTION:  TENORMIN"  (atenolol),  a synthetic,  betai-selective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide, 
4-[2'-hydroxy-3'-[{1-methylethyl)  ammo]  propoxyj-  Atenolol  (free  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26  5 mg/ml  at  37  C and 
a log  partition  coefficient  (octanol /water)  of  0 23  It  is  freely  soluble  in  IN  HCI  (300  mg/ml  at  25  “C) 
and  less  soluble  in  chloroform  (3  mg /ml  at  25 ‘C) 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can.  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  confinues,  despite  adequate  digitaliza- 
tion and  diuretic.  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician's  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  it  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  relative  beta,  seiectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta,-stimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case.  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  It  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 
TENORMIN , like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V ) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  m diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  ot  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  ot  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 
Should  It  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis.  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  ot  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg /kg  'day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  ot  various 
mutagenicity  studies  suppod  this  finding 


Fertility  ot  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200mg/kg/day  or  100  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  ot  atenolol  (starting  at  15  mg /kg /day  or  7 5 times  the  maximum  recommended' 
human  dose)  and  increased  incidence  ot  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but 
not  150  mg  atenolol /kg /day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo  /fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg  / kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg/kgor  12  5 times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates; 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies)  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  tor  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  ot  adverse  effects  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  followihg  adverse-reaction  data  present  frequency  estimates  in  terms  ot  percentages,  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S ahd  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-'it  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0  5%),  postural  hypotension 
(2%-l%),  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (4%-1%),  vedigo  (2%-0  5%). 
Iight-headedness  (1%-0%),  tiredness  (0  6%-0  5%).  fatigue  (3%-1%),  lethargy  (1%-0%),  drowsi- 
ness (0.6%-0%),  depression  (0  6%-0-5%).  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-l  %) 

RESPIRATORY  (See  WARNINGS)  wheeziness  (0%-0%),  dyspnea  (0,6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (1 2%-5%),  postural  hypotension 
(4%-5%),  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM  'NEUROMUSCULAR  dizziness  (13%-6%).  vertigo  (2%-0  2%), 
Iight-headedness  (3%-0  7%).  tiredness  (26%-13%),  fatigue  (6%-5%),  lethargy  (3%-0,7%). 
drowsiness  (2%-0  5%),  depression  (12%-9%).  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3'%-!%) 

RESPIRATORY  (see  WARNINGS)  wheeziness  (3%-3%),  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and.  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  ot  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  beeh  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol). 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances. hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  ot  time  and  | 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia.  Peyronie's  disease,  erythematous  rash.  Raynaud's  phenomenon. 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  ot  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information , 
on  emergency  treatment  ot  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage ot  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension,' 
bronchospasm.  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  it  warranted 
Bradycardia:  Atropine  or  another  anticholihergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  ot  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml ' min  - 1 73  m'  (normal  range  is  1 00-1 50  ml  / min ' 1 73  m');  therefore,  the 
following  maximum  dosages  are  recommended  lor  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml  min  i 73  m')  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoaled,  white  tablets  with 
Stuart  embossed  oh  one  side  and  NDC  No  1 05  embossed  on  the  other  side  are  supplied  ih 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  ot  1 00  tab- 
lets Tablets  ot  100  mg  TENORMIN  (atenolol)  round,  flat,  uncoaled,  while  tablets  with  Stuart 
embossed  oh  one  side  and  NDC  No  1 01  embossed  on  the  other  side  are  supplied  in  bottles  ot  1 00 
tablets  and  unit-dose  packages  of  1 00  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit -dose  and  calendar  packages  at  controlled  room 
temperature 


References:  1.  Data  on  file,  Stuart  Pharmaceuticals  2.  Herman  RL,  Lamdin  E,  Fischetti  JL.  Ko  HK: 
Posimarketing  evaluation  ot  atenolol  (Tenormin* ) A new  cardioselective  beta-blocker  Curr  Ther 
Res  1 983,  33(1 ) 1 65-1 71  3.  Zacharias  FJ  Comparison  ot  the  side  effects  of  different  beta  blockers 
in  the  treatmeht  of  hyj^ertension  Primary  Cardiol '\9B0. 6(suppl  1)  86-89 
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' Resumen:  Estudios  recientes  reportan  una  prevalencia 

alta  de  mainutrición  en  pacientes  hospitalizados.  El 
propósito  de  este  estudio  fue  evaluar  prospectivamente  la 
frecuencia  de  mainutrición  en  cien  admisiones  al  servicio  de 
medicina.  Se  utilizaron  pruebas  rutinarias  para  determinar 
problemas  de  nutrición.  Se  encontró  que  17%  de  los 
j pacientes  estaban  mainutridos  de  acuerdo  con  la  definición 
establecida  para  el  estudio.  La  obesidad  fue  el  problema 
nutricional  más  común  en  este  estudio.  Cuarenta  y dos 
pacientes  pesaron  más  de  110%  del  peso  deseado  para  la 
estatura  (20  pacientes  más  de  120%,  y 12  pacientes  más  de 
130%  del  peso  deseado.)  El  estudio  demostró  que  los 
problemas  nutricionales  son  comunes  en  pacientes 
hospitalizados. 

Recent  surveys  have  investigated  the  prevalence  of 
malnutrition  in  hospitalized  patients.  Bistrian  et  al,',  ^ 
for  example,  reported  that  50%  of  the  general  surgical  and 
44%  of  the  general  medical  patients  at  the  Boston  City 
Hospital  had  protein-calorie  undernutrition.  Heymsfield  et 
aP  from  Grady  Memorial  Hospital  have  reported  that  25  to 
60%  of  patients  on  wards  of  the  general  medical  service  had 
protein-calorie  malnutrition  as  judged  by  mid  arm  muscle 
circumference,  serum  albumin,  body  weight  as  a percent  of 
ideal,  and  triceps  skin-fold  thickness. 

This  study  examined  the  nutritional  status  of  100  patients 
admitted  to  the  medical  service  at  our  institution. 

Materials  and  Methods 

In  order  to  determine  the  frequency  of  nutritional  dis- 
turbances in  our  patient  population  we  performed  a pro- 
spective nutritional  assessment  during  the  first  72  hours  of 
admission  in  100  consecutive  evaluable  patients  admitted  to 
the  medical  service  of  the  San  Juan  VAMC.  The  following 
were  measured:  body  weight,  height,  triceps  skin  fold 
thickness  (TSF),  mid  arm  circumference  (MAC),  serum 
albumin,  hematocrit,  white  blood  cell  count  and  total 
lymphocyte  count.  The  mid-arm  muscle  circumference 
(MAMC)  was  calculated  using  the  formula  M AMC  = MAC 
- TT  (TSF).  Accepted  reference  tables  were  used  as  normal 
values  for  comparison.'* 

In  this  study,  malnourishment  was  defined  as  reported  by 
Biena  et  al.’  Accordingly,  a patient  was  considered  mal- 
nourished if  two  of  the  following  were  present:  ideal  body 
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weight  for  height  was  less  than  90%  of  normal;  MAMC  was 
less  than  90%  of  normal;  the  serum  albumin  was  less  than  3.5 
gm/dl.  Obesity  was  defined  as  ideal  body  weight  for  height 
greater  than  110%  of  normal. 

Results 

110  consecutive  admissions  were  evaluated.  13  patients 
were  excluded  from  the  final  analysis  because  of  incomplete 
data  ( 1 1 patients  - no  weight  recorded;  2 patients  - no  serum 
albumin.) 

All  patients  in  this  survey  were  male.  The  median  age  was 
56  years  (with  a range  of  19  to  80  years). 

Of  the  100  fully-evaluable  patients,  17  fulfilled  the  criteria 
for  malnourishment.  Eight  of  these  patients  had  neoplastic 
diseases  and  most  of  the  others  had  chronic  illnesses  such  as 
end  stage  renal  disease  and  chronic  liver  disease  (see  table  1 ). 
The  most  frequent  nutritional  disturbance,  however,  was 
obesity  (42  patients).  Four  obese  patients  had  edematous 
states.  20  non-edematous  patients  were  more  than  20%  over 
the  upper  limit  of  the  desired  body  weight  (12  of  these  were 
more  than  30%  over  the ‘desired  weight.)  29  patients  had 
anemia  (defined  as  a hematocrit  less  than  36%).  32  patients 
had  lymphopenia  (defined  as  a total  lymphocyte  count  less 
than  1,200  cells/ mm.’)  19  patients  had  all  parameters 
evaluated  normal. 

Discussion 

This  survey  was  performed  to  evaluate  the  nutritional 
status  of  consecutive  admissions  to  our  medical  center.  The 
frequency  of  malnutrition  found  in  this  study  is  lower  than 
reported  by  others.'-’,  ’ The  reason  for  this  is  unclear. 
However,  in  some  previous  reports  the  nutritional  survey 
was  performed  in  patients  who  had  been  hospitalized  for 
some  time.  It  is  known  that  the  nutritional  status  may 
deteriorate  with  time  in  hospitalized  patients  due  to  progres- 
sion of  disease  and,  in  some,  due  to  inadequate  nutritional 
support.*  In  addition,  in  some  reports'-’,  a deficiency  of  a 
single  nutritional  parameter  was  considered  evidence  of 
malnutrition  (we  required  at  least  2 abnormal  parameters.) 
Less  specific  criteria  would  have  resulted  in  a higher  preva- 
lence of  malnutrition  in  our  sample.  For  example,  48%  of 
this  population  could  have  been  considered  malnourished  if 
only  one  abnormal  nutritional  assessment  measurement  was 
required  to  make  the  diagnosis.  Alternatively,  our  findings 
could  be  a true  reflection  of  the  nutritional  status  of  the 
population  of  patients  evaluated.  Fernandez  and  Quiñonez’ 
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recently  reported  a similar  prevalence  of  malnutrition  in  a 
representative  sample  of  Puerto  Rican  children  and  adoles- 
cents. These  authors  reported  a 20.5%  prevalence  of 
undernutrition  as  determined  by  the  weight  for  height 
results. 

In  our  survey  malnutrition  was  most  frequently  found  in 
patients  with  malignancies.  Eight  of  seventeen  mal- 
nourished patients  had  malignancies;  chronic  illnesses,  such 
as  end  stage  renal  disease,  and  congestive  heart  disease,  wére 
the  next  most  common  cause  of  malnutrition.  Most  of  these 
patients  developed  malnutrition  due  to  anorexia  and  a 
decrease  in  the  oral  intake  of  nutrients.  Few  had  evidence  of 
malabsorption  or  hypermetabolism. 

Malnutrition  has  been  reported  to  affect  the  prognosis  of 
hospitalized  patients.  Harvey  et  al.,*,  ^ for  example,  reported 
that  in  a series  of  229  patients  who  underwent  serial  nutri- 
tional assessment,  those  patients  with  a serum  albumin  less 
than  3 gm/dl  were  1.7  times  more  likely  to  be  anergic,  1.9 
times  more  likely  to  have  sepsis,  and  2 times  more  likely  to 
die  during  the  hospitalization.  They  considered  that 
malnutrition  was  causally  related  to  these  complications  in 
many  of  their  patients.  In  43  patients  who  had  nutritional 
support  treatment  with  subsequent  improvement  in  their 
immune  function  the  mortality  was  similar  to  patients  who 
were  initially  immunologically  competent.  Mullen  et  al,"’  in 
a retrospective  evaluation  of  complications  arising  in 
patients  who  had  undergone  major  thoracic  or  abdominal 
surgery,  also  reported  an  increased  incidence  of  post- 
operative complications  (such  as  sepsis,  wound  dehiscence, 
pneumonia  and  death)  in  their  malnourished  patients. 

Obesity,  which  is  a form  of  malnutrition,  was  found 
frequently  in  this  survey.  20%  of  the  population  examined 
weighed  over  120%  of  the  desired  body  weight  for  heights 
and  12%  were  over  130%  of  this  weight.  Such  excess  body 
weight  has  been  associated  with  a number  of  medical 
complications  such  as  hypertension,  diabetes  mellitus,  and 
osteoarthritis,  and  an  increased  risk  of  early  death.", 

In  summary,  we  found  nutritional  disorders  to  be 
common  in  the  population  of  patients  evaluated  (59%  were 
obese  of  malnourished.)  Obesity  was  the  most  common 
nutritional  disorder  (42%  according  to  the  criteria  used;  20 
patients  weighed  more  than  20%  above  the  upper  limit  of  the 
desired  weight);  17%  of  the  patients  fulfilled  the  criteria  for 


malnutrition.  The  results  suggest  all  patients  should  have 
nutritional  evaluation  and,  when  indicated,  appropriate 
nutritional  therapy  should  be  instituted. 

Summary:  Recent  nutritional  surveys  in  hospitalized 

patients  have  reported  a high  prevalence  of  malnutrition.  In 
this  study,  we  report  a prospective  nutritional  assessment  of 
100  admissions  to  our  medical  service.  Routine 
anthropometric  measurements  and  laboratory  data  were 
obtained  to  determine  the  nutritional  status  of  the  patients. 
We  found  that  17%  of  the  patients  fulfilled  the  criteria  for 
malnutrition.  In  this  survey  obesity  was  a more  frequent 
disorder.  42  patients  weighed  more  than  110%  of  the  desired 
weight  (20  patients  more  than  120%  and  12  more  than 
130%.)  The  study  showed  that  nutritional  disturbances  are 
common  in  hospitalized  patients. 
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TABLE  I 


Characteristics  of  Malnourished  Patients 


Patient 

Age  (years) 

Main  Diagnosis 

Nutritional  DeHciencies* 

1 

42 

Renal  Insufficiency 

MAMC,  Weight 

2 

55 

Inflammatory  bowel  disease 

Albumin,  Weight 

3 

60 

Chronic  liver  disease 

MAMC,  Weight 

4 

67 

Congestive  heart  failure 

MAMC,  Weight 

5 

68 

Pneumonia 

MAMC,  Albumin 

6 

53 

Congestive  heart  failure 

MAMC,  Albumin,  Weight 

7 

62 

Mesothelioma 

MAMC,  Albumin,  Weight 

8 

60 

Lung  carcinoma 

MAMC.  Weight 

9 

38 

Hepatoma 

MAMC,  Albumin 

10 

64 

Gastric  Adenocarcinoma 

MAMC,  Weight 

II 

61 

Anemia 

MAMC,  Albumin,  Weight 

12 

29 

Chronic  granulocytic  leukemia 

MAMC.  Weight 

13 

35 

Liver  cirrhosis 

MAMC,  Albumin 

14 

39 

Kidney  Transplant 

MAMC.  Weight 

15 

62 

Lung  Carcinoma 

MAMC,  Albumin 

16 

54 

Tongue  Carcinoma 

Albumin,  Weight 

17 

67 

Gastric  Adenocarcinoma 

MAMC,  Albumin 

♦ See  materials  and 

Methods  Section. 

MAMC  = Mid-arm  muscle  circumference. 
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Coxsackié  Virus: 
Review: 


A.  Torres,  M.D. 
J.  Garib,  M.D. 


MX.  Recurt,  MSIV 


Abstract:  Coxsackié  Viruses  have  a worldwide  distribu- 

tion. They  are  responsible  for  causing  a great  variety  of 
clinical  manifestations  which  range  from  a single  flu-like 
syndrome  to  a severe  case  of  aseptic  meningitis.  Increased 
virulence  is  associated  with  cold  temperature,  alcoholism 
and  chronic  undernutrition.  The  purpose  of  this  article  is  to 
review  the  epidemiology,  immunology  and  clinical  manifes- 
tations of  this  interesting  group  of  viruses. 


Coxsackié  virus  was  first  isolated  in  1948  by  Dalldorf 
and  Sickles  in  the  village  of  Coxsackié  in  the  banks  of 
the  Hudson  river  in  the  state  of  New  York.  They  inoculated 
feces  suspensions  of  two  children  with  signs  of  clinical 
paralytic  polyomielitis  into  suckling  mice  and  what  they 
isolated  was  Coxsackié  virus.  This,  in  itself,  was  a discovery 
since  it  was  thought  at  that  time  that  only  poliovirus  infected 
the  gastrointestinal  tract. 

Coxsackié  virus  fall  under  the  family  of  Picorna virus  and 
were  separated  in  group  A or  B on  the  basis  of  the  lesions 
observed  in  the  suckling  mice.  Coxsackié  A produces  wide- 
spread lesions  and  flaccid  paralysis  in  skeletal  muscle  and 
Coxsackié  B produces  focal  myositis  but  more  widespread 
visceral  lesions  involving  the  heart,  fat,  pancreas  and 
Central  Nervous  System  causing  spastic  paralysis. 


Epidemiology 

Coxsackié  virus  are  widely  distributed  throughout  the 
world  and  the  type  prevalent  in  any  locality  varies  every  few 
years,  probably  due  to  the  development  of  immunity  in  the 
population.  In  temperate  climates  infections  are  most 
common  in  the  summer  and  early  autumn,  whereas  in 
tropical  climates  infection  occurs  year  round.  There  is  a 
higher  incidence  of  infection  in  males'  with  an  exception 
of  a higher  incidence  in  pregnant  women  and  post-partum. 
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Fecal-oral  contact  is  the  usual  method  of  transmission, 
although  spread  by  respiratory  secretions  may  play  a lesser 
role,  and  insects  may  act  as  passive  vectors.  Introduction  of 
virus  into  the  household  by  one  family  member  results  in 
high  rates  of  infection  among  others  lacking  type-specific 
neutralizing  antibodies;  secondary  attack  rates  of  approxi- 
mately 75%  has  been  observed  in  family  surveillance  studies 
in  the  City  of  New  York.  The  incubation  period  is  from  2 to  5 
days  and  clinical  manifestations  vary  within  the  family  and 
the  community. 

The  level  of  immunity  of  a population  is  reflected  by  the 
prevalence  of  type-specific  neutralizing  antibodies  in  serum. 
Control  of  infections  is  best  affected  by  hygienic  measures 
and  improvements  in  sanitation.  Isolation  of  patients  is 
generally  not  helpful  and  control  by  vaccines  is  not 
practical. 

Pathogenesis 

Infection  is  primarily  a result  of  ingesting-contaminated 
material.  After  an  incubation  period  of  2 to  5 days  primary 
multiplication  occurs  in  susceptible  tissues  of  the  gut. 
Although  most  enteroviruses  multiply  in  both  the 
oropharinx  and  the  distal  small  bowel  or  colon,  evidence 
favors  the  view  that  replication  in  the  lower  gut  is  far  more 
efficient.  At  this  time,  the  patient  may  be  asymptomatic  or 
show  mild  malaise,  sore  throat  and  low  grade  fever.  Aspira- 
tion may  lead  to  lower  respiratory  tract  infection  specially  in 
infants.  After  multiplying  in  the  submucosal  lymphatic 
tissue,  they  reach  the  cervical  and  mesenteric  lymph  nodes 
from  where  small  quantities  of  virus  escape  into  the 
bloodstream  and  are  disseminated  to  the  reticuloendothelial 
tissues  producing  a minor  viremia.  By  additional 
replication,  major  shedding  is  produced  to  the  bloodstream, 
event  associated  with  nonspecific  febrile  illness  after  which  a 
sustained  viremia  will  occur  which  is  responsible  for 
dissemination  of  the  virus  to  target  organs  where 
inflammatory  lesions  are  produced,  often  accompanied  by 
necrosis. 


Immunity 

The  immunity  associated  with  these  infections  implicates 
interferon,  cellular  and  above  all  humoral  immunity.  The 
interferon  appears  in  serum  two  hours  after  infection  occurs 
but  the  role  of  interferon  is  at  present  poorly  understood, 
sinee  although  severe  Coxsackié  B viral  disease  can  be 
aborted  in  mice  by  manipulations  that  result  in  the  produc- 
tion of  interferon  early  in  infection,  these  viruses  are  poor 
inducers  of  interferon  in  vivo  and  in  vitro. 
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Initially,  three  days  to  one  week  after  the  onset  of  infec- 
tion, specific  IgA  antibodies  appear  in  salive  and  IgM 
antibodies  which  reach  peak  titers  by  2-3  weeks  and  there- 
after decline  to  undetectable  levels.  In  contrast,  IgG 
antibody  production  peaks  later  and  is  the  predominant 
immunoglobulin  class  after  the  first  month  of  disease. 
Characterization  of  viral  antibody  production  with  respect 
to  the  classes  is  therefore  useful  in  determining  the  stage  of 
infection.  The  role  of  cell  mediated  immunity  is  currently 
being  studied  by  Wong  and  Woodruff  at  Cornell  University 
School  of  Medicine.  Preliminary  data  indicates  that  T cells 
are  critical  to  the  development  of  the  mononuclear  cell 
infiltrates  and  myofiber  necrosis  in  hearts  after  coxsackie 
viral  infections.  T cells  could  exert  these  effects  via  severe 
mechanisms.  First,  they  could  be  responsible  for  the 
accumulation  of  activated  macrophages,  which  could 
damage  myofibers  or  impair  cardiac  function.  Second,  T 
lymphocytes  may  be  required  for  the  production  of 
antibody,  which  is  essential  for  antibody  — dependent  cell- 
mediated  cytotoxicity  or  lysis  of  myofibers  by  antibody  and 
complement.  Third,  myofibers  could  be  damaged  by  the 
direct  action  of  cytotoxic  T cells. 

Clinical  Manifestations 

Fifty  to  75%  of  all  Coxsackie  virus  infections  are 
asymptomatic  but  there  are  some  manifestations  charac- 
teristic to  the  different  groups  of  Coxsackie  viruses.  In 
group  A virus  we  have: 

Herpangina.  Is  a benign,  acute  disease  mostly  caused  by 
Coxsackie  A types  1-10,  16  & 22.  Is  characterized  by  a 
sudden  onset  of  fever,  headache,  sore  throat  dysphagia, 
anorexia  and  sometimes  stiff  neck.  Pathognomonic  lesions 
appear  as  small  papules  on  the  anterior  pillars,  soft  palate, 
tonsils,  pharyngeal  mucous  membranes  and  posterior 
buccal  mucosa.  They  progress  to  vesicles  within  24  hours, 
which  ulcerate  and  become  covered  by  a thin  gray  white 
membrane  leaving  a slight  hypopigmentation  scar  after  4-6 
days.  Total  recovery  is  in  7-10  days. 

Hand  foot  and  mouth  diseases.  Is  a mild  exanthemous 
infection  of  children  and  its  name  comes  from  a charac- 
teristic vesicular  eruption  of  the  hands,  feet,  and  mouth  with 
transient  low  fever  also  with  malaise,  abdominal  pain, 
diarrhea,  cough,  coriza,  chest  pain  and  headaches. 

Acute  lymphonodular  pharyngitis.  Is  characterized  by 
white  yellowish  papules  of  3-6  mm  in  size  sorrounded  by  an 
erythematous  zone  in  uvula,  anteriors  pillars  and  posterior 
pharynx;  all  papules  appear  at  the  same  time  and  do  not 
ulcerate. 

Aseptic  meningitis.  Is  characterized  by  a mild  prodromal 
malaise,  but  major  illness  usually  begins  with  fever, 
headache  and  stiff  neck.  Papilledema,  Kernig’s  and 
Brudzinki’s  signs  may  be  present.  Confusion  and  delirium 
are  common.  These  acute  findings  may  persist  for  4-7  days. 
Minor  muscle  weakness  with  reflex  changes  may  persist  for 
weeks  to  months,  but  over  90%  of  patients  recover  com- 
pletely within  a year.  Occasionally,  choreiform  movements, 
ataxia,  nystagmus,  transverse  myelitis,  Gullian  Barre 
syndrome,  coma,  bulbar  involvement  and  death  result. 

Infections  of  the  lower  respiratory  tract.  Are  mostly 
caused  by  coe  Virus  (A  21),  a respiratory  pathogen  asso- 
ciated with  several  outbreaks  of  common  cold  like  illness  in 
military  recruits. 


Hemolytic  uremic  syndrome.  Is  an  infection  of  infants 
and  children  mostly  caused  by  A4  characterized  by  respira- 
tory of  gastrointestinal  symptoms,  acute  renal  disease  and 
hemolytic  anemia. 

Coxsackie  group  B produces  two  important  clinical 
manifestations  which  are:  cardiac  disease  and  pleurodynia. 
In  neonates  Coxsackie  B myocarditis  is  fatal,  with 
concomitant  encephalitis,  hepatitis  and  adrenal  necrosis.  In 
older  children  or  adults  the  heart  and  pericardium  alone  are 
involved,  usually  pericarditis  dominates  the  clinical  picture 
with  myalgia,  fever,  precordial  pain,,  friction  rub  or 
tamponade.  There  may  also  be  signs  of  myocarditis,  such  as 
heart  failure  and  arrythmias.  The  illness  may  be  self-limited 
and  recovery  complete;  however,  studies  in  Italy  show  that 
impaired  myocardial  function  may  be  found  in  patients  4-5 
years  post  myocarditis.  Healing  may  occur  with  scarring 
and  cause  prolongued  periods  of  isovolemic  contraction. 
Coxsackie  B infections  in  pregnant  women  have  been 
associated  with  increased  incident  in  congenital  heart 
disease  in  the  offspring;  the  lesions  that  have  been  associated 
are  patent  ductus  arteriosus.  Transposition  of  the  great 
vessels.  Coarctation  of  the  Aorta,  and  septal  defects.  It  has 
never  been  proven  whether  these  lesions  respond  to  the 
effects  of  the  virus  in  the  mother,  or  whether  the  virus  itself 
crosses  the  placenta.  Studies  in  England  are  trying  to  link 
Coxsackie  B virus  infections  to  myocardial  infarcts  but 
there  is  no  conclusive  data  to  confirm  it. 

Pleurodynia,  epidemic  myalgia  or  Bornholms  disease  has 
a prodrome  of  malaise,  sore  throat  and  anorexia,  then  there 
is  an  increased  weakness,  fever  and  sudden  onset  of  muscle 
and  pleuritic  thoracic  pain,  pain  which  may  be  referred  to 
shoulders,  neck  or  scapulae.  The  illness  lasts  for  3-7  days  but 
may  relapse.  Coxsackie  B has  been  isolated  from  skeletal 
muscle  during  epidemics,  and  if  the  patient  develops 
pleuritis  with  effusion,  the  virus  can  be  isolated  from  the 
pleural  fluid.  Meningitis,  myocarditis  or  hepatitis  may 
complicate  the  picture  and  orchitis  has  been  shown  to  com- 
plicate 3-5%  of  the  relapses. 

Some  association  is  being  made  of  Coxsackie  B virus  to 
seasonal  incidence  of  new  cases  of  insulin  dependent 
diabetes  mellitus.  There  is  a case  reported  in  the  British 
Medical  Journal  of  an  18  month  old  child  with  acute  onset 
of  diabetes  mellitus  and  increased  titers  of  Coxsackie  B-2 
neutralizing  antibodies. 

Diagnosis 

Coxsackie  virus  can  be  isolated  depending  on  the  clinical 
picture  from  throat  washings  or  swabs,  feces,  CSF,  vesicle 
fluid  from  skin  lesions,  pericardial  fluid  and  autopsy  tissue 
such  as  brain,  spinal  cord  and  myocardium.  The  acute  phase 
serum  should  be  collected  as  soon  after  onset  of  illness  and 
the  convalescent  serum  should  be  collected  approximately 
2-3  weeks  later.  A fourfold  increase  in  neutralizing  antibody 
titers  indicate  recent  infection.  Other  laboratory  findings 
include  mild  elevation  of  WBC  and  ESR. 

Treatment 

No  effective  antiviral  chemotherapy  is  available.  A 
vaccine  is  impractical  in  view  of  30  antigenic  varieties. 
Pooled  human  gammaglobulin  contains  enterovirus  anti- 
bodies, but  during  serious  infections  administration  is  not 
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helpful,  and  corticosteroids  are  contraindicated  during  the 
acute  phase  of  the  infection  since  in  experimental  animals 
they  increase  the  quantity  of  virus  in  tissue  and  the  degree  of 
insuing  injury.  Increased  virulence  is  associated  with  cold 
temperature,  alcohol  and  chronic  undernutrition. 

Conclusion 

Although  50  to  75%  of  all  Coxsaekie  virus  infections  are 
asymptomatic,  it  should  not  be  forgotten  that  they  can  be 
responsible  of  a fatal  case  of  aseptic  meningitis  as  well  as  an 
impaired  myocardial  function  as  sequela  of  an  acute  episode 
of  myocarditis. 

Much  remains  to  be  learned  about  the  immunity  of  these 
interesting  group  of  viruses  but  further  studies  might  help 
ellucidate  the  role  of  T-cell  mediated  immunity  in  the 
icardiac  manifestations  of  these  diseases  and  how  they  can  be 
prevented. 

Resumen:  Los  viruses  Coxsaekie  tienen  una  distribu- 

ción mundial.  Son  responsables  de  una  gran  variedad  de 
manifestaciones  clínicas  que  van  desde  un  simple  cuadro 
catarral  hasta  un  cuadro  severo  de  meningitis  aséptica.  Un 
aumento  en  la  virulencia  es  asociado  con  baja  temperatura, 
i alcoholismo  y desnutrición  crónica.  El  propósito  de  este 
artículo  es  revisar  la  epidemiología,  inmunología  y 
manifestaciones  clínicas  de  este  grupo  interesante  de  viruses. 
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Abstract:  The  chlamydiae  are  obligate  intracellular 
organisms  implicated  in  many  human  diseases,  including 
psittacosis,  trachoma,  anogenital  tract  infections  and  some 
infant  pneumonias.  The  neonatal  pneumonias  associated 
with  C.  trachomatis  have  been  recently  observed  in  a wide 
spectrum  of  clinical  manifestations.  It  may  go  from  a 
afebrile  subclinical  pneumonia  diagnosed  by  cytology, 
cultures  or  serology;  to  a full  blown  picture  of  nasal  conges- 
tion, respiratory  distress,  staccato  cough  and  wheezing.  The 
disease  is  usually  seen  in  infants  of  no  more  eight  weeks  old. 
The  chest  x-ray  is  characterized  by  the  presence  of  bilateral 
symmetrical  interstitial  type  of  pulmonary  infiltrates.  It  has 
been  shown  that  chlamydial  infections  of  the  eye  must  be 
treated  with  chlortetracycline  1%  eye  ointment;  as  well  as 
with  erythromycin  40  mg/kg/day  orally  since  if  left 
untreated,  it  will  permit  chlamydial  pneumonia  to  develop. 


The  chlamydiae  are  a group  of  obligate  intracellular 
bacteria  separated  into  their  own  order,  Chlamydiales, 
on  the  basis  of  their  unique  growth  cycle  which  distinguishes 
them  from  all  other  microorganisms.  These  coccoid 
microorganisms  multiply  only  within  the  cytoplasm  of  host 
cells  by  a developmental  cycle  characterized  by  change  of  a 
small  elementary  body  into  a larger  initial  body  that  divides 
by  binary  fission.  The  cycle  is  completed  when  daughter  cells 
reorganize  and  condense  to  become  elementary  bodies 
which  survive  extracellularly  to  infect  other  cells.  It  contains 
RNA,  DNA,  and  ribosomes;  and  possess  cell  walls  resem- 
bling those  of  gram  negative  bacteria.  The  organism  is 
incapable  of  .^producing  ATP  to  meet  its  energy  needs 
making  it  an  obligate  intracellular  organism.  The 
chlamydiae  have  the  capacity  of  diverting  host  cell  metabo- 
lism for  their  own  purposes.' 

There  are  two  species  within  the  genus.  Chlamydia 
psittaci  is  the  causative  agent  of  psittacosis  and  a common 
pathogen  in  avian  species  and  lower  mammals.  Chlamydia 
trachomatis  seems  to  be  a specifically  human  pathogen  and 
has  been  associated  with  trachoma,  inclusion  conjunctivitis, 
anogenital  tract  infections,  lymphogranuloma  venereum; 
and  recently  has  been  implicated  as  the  possible  cause  of 
infant  pneumonia  and  otitis. 


Infectious  Disease  Program,  University  of  Puerto  Rico  School  of 
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The  two  organisms,  C.  psittaci  and  C trachomatis  are 
differentiated  on  the  basis  of  glycogen-containing  inclusions 
that  stain  with  iodine  (C.  psittaci  is  negative,  while  C. 
trachomatis  is  positive  in  this  test)  and  sensitivity  to 
sulfonamides  (C.  psittaci  is  resistant  while  C.  trachomatis  is 
sensitive).  Microimmunofluorescent  antibody  typing  test 
have  demonstrated  15  serotypes  within  C.  trachomatis',  the 
types  A,  B,  Ba,  and  C are  mainly  associated  with  endemic 
trachomas  and  rarely  with  genital  infections;  types  D,  E,  F, 
G,  H,  I,  and  K are  associated  with  urethral,  cervical,  and 
ocular  infections,  and  recently  has  been  associated  with 
infant  pneumonia;  the  types  L',  L^,  and  U are  associated 
with  lymphogranuloma  venereum. ^ 

C.  trachomatis  was  originally  grown  in  the  yolk  sacs  of 
hen’s  egg,  but  isolation  in  tissue  culture  is  now  usually 
performed  Me  Coy  cells  treated  with  5-10do-2-deoxyuri- 
dine;  He  La  cells  treated  with  DEAE  dextran  can  also  be 
used.  The  agent  may  be  demonstrated  by  cytology  of  clinical 
specimens  by  demonstration  of  inclusions  (intracellular 
colonies  of  chlamydiae)  using  Giemsa  staining;  but  it  must 
be  recognized  that  a failure  to  demonstrate  inclusions  will 
not  rule  out  a chlamydial  infection.'  We  will  review  the  role 
of  this  organism  in  the  new  syndrome  of  infant  pneumonia 
and  associated  conditions. 

Epidemiology 

There  are  a wide  spectrum  of  infections  attributed  to  C. 
trachomatis.  It  has  been  signaled  as  the  commonest  sexually 
transmitted  infection  in  the  developed  world  causing  about 
50%  of  the  cases  of  non  gonococcal  urethritis  indicating  a 
large  reservoir  for  this  infection.'  In  infants  the  infection  is 
perinatally  acquired  during  passage  through  an  infected 
birth  canal.  Prospective  studies  of  chlamydial  infections  in 
infancy  have  found  maternal  cervix  infection  rates  ranging 
from  2 to  13%.^  Approximately  60-70%  of  infants  exposed 
at  birth  develop  serologic  evidence  of  infection. ■*,  ^ It  seems 
probable  that  the  incidence  of  infection  in  any  given  popula- 
tion is  determined  by  the  size  of  the  genital  reservoir  in  the 
child  bearing  population.  The  risk  of  a newborn  of  acquiring 
an  eye  infection  when  the  mother  is  harboring  the  organism 
in  the  cervix  has  been  estimated  to  be  between  23  and  60%, 
the  estimated  rate  of  chlamydial  conjunctivitis  is  1.4- 
4.4/ 1000  live  births,  the  incidence  of  chlamydial  pneumonia 
will  also  be  determined  by  the  treatment  programs  used  for 
these  infants.^  A provisional  rate  of  infant  pneumonia  has 
been  estimated  as  3 to  4 cases  per  1000  live  births. ^ Some 
data  suggest  that  C.  trachomatis  is  responsible  for  almost 
50%  of  infant  pneumonia. 

Pathology 

C.  trachomatis  grows  only  in  columnar  epithelial  cells  as 
suggested  by  most  investigators.  These  cells  which  are  found 
in  the  conjunctiva,  cervix,  and  urethra,  are  also  found  in  the 
respiratory  tract,  and  in  the  gastrointestinal  tract.’  In 
infants,  chlamydial  shedding  in  the  conjunctiva  has  been 
demonstrated  as  the  causative  agent  of  ophthalmia 
neonatorum  or  inclusion  blenorrhea.  It  has  been  demon- 
strated that  nasopharyngeal  shedding  of  C.  trachomatis  is 
more  common  than  conjunctival  shedding  but  its  pathologic 
role  in  infant  pneumonia  has  been  difficult  to  prove  because 
it  has  been  occasionaly  isolated  from  lung  tissue."-'®  C. 
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trachomatis  and  Cytomegalovirus,  both  have  been  isolated 
from  a lung  biopsy  of  an  infant  with  pneumonitis;  the  tissue 
showed  a marked  mononuclear  reaction  involving  the 
alveolar  septa,  stains  for  chlamydial  inclusion  bodies  were 
negative,  and  chlamydial  inclusions  could  not  be 
demonstrated  by  electron  microscopy.** 

Harrison  et  al  used  infant  baboons  as  an  experimental 
model  for  C.  trachomatis  pneumonia."  They  isolated  C. 
trachomatis  from  a human  infant  with  pneumonitis  and 
inoculated  one  baboon  with  nasopharyngeal  seeding.  The 
animal  remained  asymptomatic  without  radiological 
evidence  of  pneumonia,  but  showed  persistant  nasopharyn- 
geal infection  which  cleared  spontaneously.  The  second 
animal  with  oropharyngeal  seeding,  also  remained 
asymptomatic  but  at  sacrifice,  there  was  evidence  of 
pneumonia  although  the  microorganism  was  not  recovered. 
The  third  experimental  animal  received  nasopharyngeal, 
intratracheal  and  oropharyngeal  seeding.  This  one  exhibi- 
ted symptoms  of  pneumonia  and  developed  radiographic 
changes;  at  sacrifice,  organism,  antigen  and  inclusions  were 
found  in  the  lung  tissue.  Histopathological  similarities 
between  affected  human  and  primate  lung  were  described  as 
follows;  (1)  patchy  and  nodular  areas  of  interstitial 
peribronchiolar  and  perivascular  infiltrates  with 
lymphocytes,  plasma  cells,  eosinophils,  and  neutrophils,  (2) 
germinal  centers  within  nodules,  (3)  airway  plugs  of  mucous 
and  inflammatory  cells,  leading  to  atelectasis.  They 
suggested  a dose  relation,  more  severe  disease  was  asso- 
ciated with  heavier  inoculation,  and  postuled  that  the 
difficulty  experienced  in  an  earlier  work  (4)  in  recovering  the 
organism  from  an  ill  human  infant  is  in  accordance  with  this 
result. ' ' The  intense  lymphocyte  infiltration  suggest  that  cell 
mediated  as  well  as  humoral  immunity  may  play  a role  in 
this  illness.  It  has  been  suggested  that  infiltrates  represent  a 
vigorous  immune  response  rather  than  tissue  invasion,  and 
that  hypersensitivity  rather  than  direct  injury  from  infection 
was  the  cause  of  the  pneumonia.’ 

Clinical  features 

Schachter  et  al  described  a case  of  an  8 weeks  old  male 
infant  with  the  diagnosis  of  inclusion  blenorrhea,  who 
developed  a pneumonitis  after  a successful  treatment  of  his 
conjunctivitis  with  topical  sulfacetamide  and  tetracycline. 
The  patient  presented  with  dry  hacking  cough  and  rapid 
breathing,  x rays  showed  a diffuse  peribronchial  infiltrate 
and  focal  consolidation.  Sputum  and  conjunctival  scrapings 
were  obtained.  Chlamydia  was  isolated  from  the  sputum 
specimen  in  great  number  while  the  conjunctival  specimen 
was  negative.  Serologic  studies  and  isolation  attempts  for  a 
series  of  viruses  and  Mycoplasma  pneumonia  were 
performed  but  were  negative.  The  patient  was  treated 
systematically  with  sulfisoxazole  and  made  an  uneventual 
recovery.  With  this  case  it  was  pointed  out  the  possibility 
that  C.  trachomatis  may  be  associated  with  neonatal 
pneumonias  and  other  systemic  diseases  of  the  neonate. 

Tipple,  Beem,  and  Saxon'^  had  described  the  largest  serie 
of  C.  trachomatis  pneumonia  (Table  1).  They  studied  56 
patients  with  afebrile  pneumonia  and  found  that  41  (73%) 
patients  had  nasopharyngeal  aspirates  positive  for  C 
trachomatis  (23  with  C.  trachomatis  only,  and  18  C. 
trachomatis  plus  a virus).  Of  the  41  patients  1 1 (27%)  had 


positive  conjunctival  cultures  for  C trachomatis.  Forty  of 
the  41  chlamydial  positive  infants  had  serum  micro- 
immunofluorescent  titers  for  LGV-1  ranging  from  1:1024  to 
over  1 ;65,536  while  rriost  of  the  chlamydial  negative  patients 
had  titers  less  than  1:64.  They  grouped  all  chlamydial 
positive  patients  into  a single  group,  since  patients  with 
chlamydial  alone  and  those  with  chlamydia  and  a virus  were 
virtually  identical  in  respect  to  the  clinical  characteristics  of 
their  illnesses.  The  age  of  onset  was  mostly  before  8 weeks  of 
age  with  a range  from  4 to  1 1 weeks.  Initial  symptoms  were  a 
combination  of  nasal  obstruction  and/or  discharge, 
tachypnea  and  cough.  Gradually  worsening  of  symptoms 
occured  over  a course  of  many  days.  Most  infants  were 
moderately  ill,  several  had  crisis  presentations  by  virtue  of 
severe  respiratory  distress,  frequent  coughing  paroxysm,  or 
episodes  of  apnea.  All  infants  were  afebrile.  Many  were 
below  the  expected  weight  for  age.  Conjunctivitis  by  history 
or  physical  examination  was  recorded  in  less  than  half  of  the 
patients.  Middle  ear  abnormalities  were  present  in  more 
than  half  of  the  patients;  these  abnormalities  consisted  of  an 
opaque,  pearly  white  color,  diffuse  light  reflex,  and  some- 
times bulging  of  the  tympanic  membrane  (myringotomies 
done  to  11  ofthese  patients  yielded  gelatinous  ear  secretions, 

3 patients  had  C.  trachomatis  in  the  ear  aspirates  and  one 
had  bacteria).  Fifty-nine  percent  of  chlamydial  positive 
infants  had  paroxysms  of  staccato  coughing.  Good  breath 
sounds  were  consistently  heard  throughout  the  chest, 
crepitant  inspiratory  rales  were  the  most  common  adventi- 
tious breath  sounds,  expiratory  wheezing  of  a prominent 
degree  was  unusual.  X rays  showed  almost  always  hyper- 
expansion with  bilateral  and  symmetrical  interstitial  type  , 
pulmonary  infiltrates.  In  addition,  most  showed  scattered  i 
areas  of  density  thought  to  represent  both  atelectasis  and  | 
alveolar  infiltrate.  Blood  gas  values  typically  showed 
depressed  PaO-  (oxygen  partial  pressure)  and  a normal 
PaCO-.  Absolute  blood  eosinophile  counts  (more  than  300  l 
per  mm^)  were  commonly  elevated.  In  83%  of  the  patients 
IgA  values  were  elevated  for  age  with  a range  from  19-152 
mg/dl.  In  99%  of  the  patients  IgG  values  were  elevated  for 
age  with  a range  from  700-3,500  mg  dl.  In  100%  of  the 
patients  IgM  values  were  elevated  with  a range  from  1 10-584 
mg/dl.  The  relatively  high  MIF  titers  to  LGV-1  found  in 
infants  with  chlamydial  pneumonia  distinguishes  them  from 
infants  with  chlamydial  infection  that  is  asymptomatic  or 
manifested  only  by  inclusion  conjunctivitis.  The  clinical 
features  of  a typical  case  are  impressively  sterotyped  and 
include  a number  of  individual  characteristics  that  help  ! 
distinguish  these  infants  from  those  with  afebrile  * 
pneumonia  of  other  etiology.  The  combination  of  onset  of  1 
illness  at  less  than  8 weeks  of  age;  chest  roentgenogram 
showing  bilateral,  symmetrical,  interstitial-type  infiltrates 
with  hyperexpansion;  elevation  of  IgG  and  IgM,  and 
elevated  absolute  blood  eosinophile  count  make  this  | 
diagnosis  probable. **"'*',  j 

Harrison  et  al  compared  16  cases  of  pneumonitis  due  to  ! 
chlamydia  with  27  not  due  to  that  agent,  and  found  the  same  j 
clinical  characteristics  that  were  described  previously.'^ 
They  found  an  appreciable  prevalence  of  C.  trachomatis 
nasopharyngitis  among  infants  with  pneumonitis  than  that  ! 
among  matched  controls.  They  also  found  a high  prevalence 
of  tear  antibody  in  cases  of  pneumonitis  associated  with  C. 
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Chlamydial  Pneumonia:  A Review 


TABLE  I 


Comparison  of  Afebrile  Pneumonias  in  Chlamydial 
Positive  and  Chlamydial  Negative  Infants 


Clinical  Findings 

Percentage 

Chlamydias 

Chlamydias 

4-1 1 weeks  of  age  at  presentation 

98 

60 

Onset  less  than  8 weeks 

93 

60 

Conjunctivity 

46 

7 

Ear  pathology 

59 

0 

Cough  “staccato-like” 

59 

27 

Expiratory  wheeze 

12 

33 

Eosinophilia  (more  than  300/ cu  mm) 

71 

7 

Elevated:  IgA 

83 

27 

IgG 

93 

20 

IgM 

100 

53 

IgG  + IgM 

93 

13 

IgA,  IgG  + IgM 

76 

0 

Chest  x-ray  with  bilateral,  symmetrical 
interstitial  infiltrates  and 
hyperexpansion 

81 

20 

trachomatis  suggesting  a high  incidence  of  apparent  or 
inapparent  conjunctivitis.  Thus  they  implicated  the  possi- 
bility that  nasopharyngitis  and  pneumonitis  may  occur  by 
direct  extention  down  the  respiratory  tract  from  a conjunc- 
tival focus,  or  on  the  other  hand  that  a heavy  intrapartum  C. 
trachomatis  dose  would  be  likely  to  infect  conjunctivas  and 
nasopharynx  concurrently,  and  even  the  low  respiratory 
tract  by  aspiration.  Although  this  study  did  not  specifically 
address  the  question  of  treatment,  there  is  a suggestion  in 
their  findings  that  a variety  of  systemic  antibiotics  may 
eliminate  nasopharyngeal  C.  trachomatis. 

San  Joaquin  and  associates  reported  two  patients  with 
chlamydial  pneumonia  which  presented  with  wheezing  as  a 
prominent  feature.'*  They  suggested  that  chlamydial 
pneumonia  should  be  consider  in  the  differential  diagnosis 
of  asthma  and  bronchiolitis.  They  found  also  differencies  in 
the  clinical  course  of  these  patients,  one  patient  did  not 
receive  any  specific  therapy  and  had  a self-limited  illness 
with  spontaneous  resolution;  the  other  untreated  patient 
had  persistent  respiratory  manifestations  and  only  after  21 
days  course  of  sulfisozaxole  became  asymptomatic. 

Dunlop  et  al  describe  two  cases  diagnosed  as  having 
chlamydial  pneumonia,  but  totally  subclinical.'^  The 
patients  only  presented  nasal  congestion  and  occasional 
cough  with  a positive  chest  x ray,  despite  negative  ausculta- 
tory findings.  Both  patients  also  had  history  of  conjunc- 
tivitis; and  laboratory  data  was  compatible  with  chlamydial 
pneumonia.  This  suggest  chlamydial  pneumonia  may  be 
under  diagnosed.  This  was  also  observed  by  Cuvreur  et  al 
who  reported  3 cases  of  which  2 did  not  had  auscultatory 
findings  although  all  data  was  positive  for  chlamydial 
pneumonia.'* 

The  evidence  linking  C.  trachomatis  to  pneumonitis  in 
young  infants  can  be  presently  summarized  as  follows:  1) 
this  agent  has  been  isolated  from  infants  with  a syndrome  of 
chronic  afebrile  pneumonia  significantly  more  often  than 
from  control  infants  from  the  same  population;  2)  infants 


shedding  chlamydia  who  have  this  pneumonia  syndrome 
have  significantly  higher  antichlamydial  antibody  titers 
than  those  who  are  asymptomatic  or  only  have  conjunc- 
tivitis; 3)  C.  trachomatis  has  been  isolated  from  lung  biopsy 
specimens  from  two  infants  with  chlamydial  infection  and 
afebrile  pneumonia;  4)  an  infant  baboon  inoculated 
intratracheally  with  C trachomatis  developed  lower 
respiratory  tract  disease  that  was  histologically  similar  to 
that  seen  in  a lung  biopsy  specimen  from  a human  infant 
who  had  pneumonia  and  nasopharyngeal  shedding  of  C. 
trachomatis;  5)  clinical  improvement  has  been  observed  to 
begin  shortly  after  treatment  is  started  that  terminates 
chlamydial  shedding.^  *“'* 

Treatment  and  Prophylaxis 

A group  of  32  patients  of  a total  of  50  with  the  diagnosis  of 
chlamydial  pneumonia  were  treated  either  with  sulfi- 
soxazole  150mg/kg/day  (21  patients)  or  erythromycin 
40mg/kg/day  (11  patients)  systematically.  Medication  was 
given  for  3-14  days.  From  day  4-7  83%  of  patients  were 
better  symptomatically.  Nasopharyngeal  shedding  of 
chlamydia  ceased  shortly  after  beginning  the  treatment. 
Neither  the  duration  of  illness  at  the  time  treatment  was 
started  nor  the  duration  of  hospitalization  before  starting 
treatment  appeared  to  influence  when  recovery  began  after 
initiating  treatment.  Eleven  patients  were  managed  without 
antimicrobial  therapy,  they  were  given  only  supportive 
measures  for  periods  of  10-60  days.  They  all  continued  to 
shed  chlamydia  and  none  showed  clinical  improvement. 
Subsequently  all  of  those  infants  improved,  3 spontaneously 
and  the  remainder  after  adequate  antibiotic  treatment.  This 
report  points  out  to  the  recommendability  of  treating 
chlamydial  pneumonia. 

Ocular  chlamydial  infection  studies  have  showed  that  if 
treatment  is  confined  to  local  therapy,  this  will  permit 
chlamydial  pneumonia  or  infection  at  other  sites  to 
develop. '2  For  this  reason,  as  soon  as  the  diagnosis  of 
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chlamydial  ophthalmia  neonatorum  has  been  confirmed, 
erythromycin  40mg/kg/day  orally  is  recommended  in 
addtion  to  chlortetracycline  1%  eye  ointment  for  four  to  six 
times  daily  in  all  affected  infants  for  two  to  six  weeks. 
Studies  of  erythromycin  ointment  alone  in  the  prophylaxis 
of  conjunctivitis  show  it  may  not  reduce  subsequent 
pneumonia. 

Resumen:  Las  clamidias  son  organismos  intracelulares 

obligados  y han  sido  implicados  en  muchas  enfermedades 
del  hombre,  incluyendo  psittacosis,  tracoma,  infecciones  del 
tracto  ano-genital  y algunas  pulmonías  del  infante.  Recien- 
temente se  ha  observado  un  amplío  espectro  en  las  presen- 
taciones clínicas  de  las  pulmonías  neonatales  causadas  por 
C.  trachomatis.  Estas  pueden  variar  desde  un  cuadro  de 
pulmonía  afebril  subclínica  diagnosticada  por  una  placa  de 
pecho  positiva;  y pruebas  positivas  de  citología,  cultivo  y /o 
serología;  hasta  un  cuadro  severo  de  congestión  nasal, 
angustia  respiratoria,  tos  en  “staccato”  y sibilancias  expira- 
toria.  La  enfermedad  usualmente  se  ve  en  infantes  de  menos 
de  ocho  semanas  de  nacidos.  La  placa  de  pecho  se  caracte- 
riza por  la  presencia  de  infiltrados  intersticiales  que  usual- 
mente son  bilaterales.  Se  ha  observado,  además,  que  las 
infecciones  del  ojo  por  clamidía  deben  tratarse  agresiva- 
mente con  ungüento  tópico  de  clortetracíclina  al  1%; 
conjuntamente  con  erítromícina  oral  en  una  dosis  de  40 
por  evitando  que  pueda  progresar  a una 
pulmonía. 
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SEGUROS  DE  SERVICIO 
DE  SALUD 

DE  PUERTO  RICO,  INC. 


Quienes  saben  de  salud 
confían  la  suya 
a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Triple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  METROPOLITANA 
Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor’s  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  P^chiatric  Hospital 

(Clínica  Julia) 

Hospital  Metropolitano 

Hospital  Mimiya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Boyamón 

Hospital  San  Pablo.  Boyamón 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr.  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Arecibo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr.  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa,  Guayama 


Ketoconazole: 
An  Alternative 


Á Amaryllis  Torres;  M.D. 
Ramón  H.  Bermódez,  M.D. 
Jm-ge  Garib,  M.D. 
Carlos  H.  Ramirez-Rmtda,  M.D. 


Abstract:  Prior  1970  the  principal  antifungal  agent  was 

Amphotericin  B which  is  known  to  be  very  effective  but 
consistently  toxic.  With  the  advent  of  Miconazole  it  was 
suggested  that  the  group  of  drugs  derivatives  of  the 
imidazole  would  provide  a contribution  to  antifungal 
therapy.  Ketoconazole  has  resulted  an  alternative  for 
chronic  mucocutaneous  candidiasis,  paracoccidioido- 
mycosis and  dermatophytosis.  Its  use  in  histoplasmosisis, 
coccidioidomycosis  and  blastomycosis  in  controversial  and 
there  is  no  sufficient  data  up  to  date  to  justify  the  use  of 
Ketoconazole  in  deep-seated  mycosis,  immunosuppressed 
patients  and  fungal  diseases  of  the  central  nervous  system. 


Ketoconazole  (nizoral)  belongs  to  the  family  of  the 
emidazoles  like  Clotrimazole,  Miconazole  and 
Econazole  with  a wide  antifungal  spectrum.  It  is  adminis- 
tered by  oral  route  in  doses  that  vary  from  100  mg/day  to 
1 600  mg/  day.  Its  activity  against  infectious  agents  like  fungi 
is  at  a morphologic  and  biochemical  level.  The  cellular 
membrane  of  fungi  is  composed  of  proteins,  phospholipids 
and  esteróles.  In  fungi  and  yeasts,  ergosterol  is  the  principal 
esterol  that  acts  in  the  regulation  of  the  cellular  permeability. 
The  morphologic  effects  as  well  as  the  alteration  in  the 
cellular  permeability  could  be  secondary  to  the  inhibition  of 
the  synthesis  of  ergosterol.  In  vitro  studies  in  Candida 
albicans  demonstrate  three  important  facts;  1)  Ketocona- 
zole interferes  removing  the  14  a-methyl  group  from 
lanosterol  which  is  the  precursor  of  the  ergosterol. 
Lanosterol  like  structures  are  formed  which  cannot  replace 
the  ergosterol  or  the  cholesterol  in  the  cells  which  require 
them;  2)  Ketoconazole  prevents  the  development  of  the 
vegetative  and  invasive  form;  3)  There  is  an  apparent 
synergism  with  the  defense  mechanisms  of  the  host.  Cells  in 
the  yeast  phase  are  englobed  by  PMN  leukocytes  and 
macrophages  but  the  Candida  albicans  is  not  completely 
eradicated  due  to  the  development  of  germinal  tubes  and 
hyphas  which  cannot  be  englobed  by  the  leukocytes.  When 
Ketoconazole  is  added  to  the  medium  this  growth  is 
suppressed  once  the  fungi  is  totally  eliminated. 

These  are  studies  in  vitro,  but  in  vivo  Ketoconazle  acts  as 
a fungistatic  agent  which  could  be  the  cause  for  the  elevated 
percent  of  relapses  seen  in  the  patients  treated  with  this  drug. 


Infectious  Disease  Program  and  Departments  of  Medicine  and 
Research,  VA  Medical  Center  and  University  of  Puerto  Rico  School  of 
Medicine,  San  Juan,  Puerto  Rico  00936. 

Please  address  requests  for  reprints  to:  Amaryllis  Torres,  M.D.,  Infec- 
tious Disease  Research  (151).  VA  Medical  Center,  GPO  Box  4867,  San 
Juan,  Puerto  Rico  00936. 


Clinical  Applications 

Dermatophytosis.  Ketoconazole  is  the  second  agent  of 
choice  for  Tinea  capitis.  Tinea  cruris  or  pedis,  onychomy- 
cosis and  Tinea  versicolor.  Its  use  as  a first  line  drug  is 
limited  due  to  the  fact  that  most  of  these  infections  are 
refractory  to  Ketoconazole  therapy  and  to  the  recurrence 
observed  once  the  drug  is  discontinued. 

Candidiasis.  In  candidiasis  the  use  of  Ketoconazole  has 
been  limited  to  chronic  mucocutaneous  candidiasis  which  is 
a persistent  and  recurrent  infection  of  the  skin,  nails  and 
mucous  membranes  by  fungi  of  the  Candida  species  usually 
Candida  albicans.  The  patients  with  this  syndrome  have  a 
variety  of  associated  disorders  such  as  endocrinopathies, 
thymona,  recurrent  bacterial  and  viral  infections,  chronic 
keratitis,  total  alopesia  and  dysplasia  of  the  dental  enamel. 
Therapy  with  Amphotericin  B,  Clotrimazole  or  transfer 
factor  alone  or  in  combination  could  induce  a remission  but 
usually  relapses  are  seen  once  the  drug  is  discontinued  and 
chronic  therapy  with  these  agents  is  impractical. 

Clinical  studies  have  demonstrated  that  the  response  to 
Ketoconazole  in  patients  with  chronic  mucocutaneous  can- 
didiasis is  effective  in  the  clearing  of  the  superficial  lessions 
and  in  the  case  of  chronic  therapy,  it  constitutes  an  alterna- 
tive to  Amphotericin  B since  the  possibility  of  developing 
side  effects  is  lower. 

Histoplasmosis.  The  use  of  Ketoconazole  is  recom- 
mended by  some  authors  as  initial  therapy  in  disseminated 
and  progressive  cavitary  form  of  histoplasmosis  since  their 
experience  has  been  satisfactory.  It  is  worth  mentioning  that 
effective  results  have  only  been  obtained  in  non-immuno- 
suppressed  patients.  In  immunosuppressed  patients  there  is 
no  evidence  of  clinical  or  mycologic  cure. 

Although  the  initial  data  is  promising,  the  choice  of 
Ketoconazole  over  Amphotericin  B will  depend  on  the  rate 
of  recurrence  in  treated  patients  and  in  future  studies  in 
patients  with  disseminated  and  progressive  cavitary  disease. 

Paracoccidioidomycosis.  Paracoccidiomycosis  is  one  of 
the  most  frequent  systemic  mycosis  seen  in  Latin  America. 
In  its  most  prevalent  form  which  is  the  chronic  progressive 
of  the  adult  there  is  a high  mortality  specially  when  it  is  not 
treated.  The  classic  therapy  has  been  sulfonamides  for  a 
period  of  3 to  5 years  and  Amphotericin  B whose  toxicity 
makes  it  an  adverse  factor  to  chronic  therapy.  There  is  a high 
percent  of  recurrences  and  mortality  in  the  patients  which 
have  received  this  therapy. 

Even  though  the  actual  experience  with  Ketoconazole  has 
been  limited,  it  has  been  demonstrated  that  the  percent  of 
recurrences  and  mortality  is  reduced.  The  treatment  with 
Ketoconazole  seems  to  be  superior  since  it  can  be  adminis- 
tered by  oral  route  and  it  is  practically  inocuous.  This 
expectation  is  expected  to  be  proven  with  a higher  number 
of  prolongued  observations  since  this  disease  is  extremely 
difficult  to  eradicate,  but  there  is  no  doubt  that 
Ketoconazole  has  greatly  improved  the  prognosis  of  the 
patients  with  this  disorder. 

Coccidioidomycosis.  The  actual  treatment  for  the 
disseminated  and  chronic  pulmonary  form  of  this  disease 
needs  evaluation  since  the  rate  of  cure  is  low,  side  effects  are 
common  and  the  frequency  of  relapses  is  high.  Due  to  the 
high  percent  of  favorable  response  and  the  low  incidence  of 
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side  effects,  therapy  with  Ketoconazole  seems  to  be 
effective.  Even  though  its  use  is  controversial  since 
comparable  data  from  the  results  obtained  with 
Amphotericin  B are  difficult  to  extract  from  the  literature, 
but  with  miconazole  the  comparative  studies  suggest  that 
Ketoconazole  is  superior.  A better  appreciation  of  the 
perspective  of  this  drug  will  be  obtained  with  long-term 
observations. 

Deep-Seated  Mycosis,  Immunosuppressed  Patients  and 
Fungal  Infections  of  the  Central  Nervous  System. 

There  is  no  data  up  to  date  to  justify  the  use  of  Ketpcona- 
zole  in  these  clinical  entities. 

The  use  of  Ketoconazole  as  a prophylactic  agent  in 
patients  with  cancer  is  questionable.  The  objectives  of  oral 
prophylaxis  is  to  reduce  the  development  of  pathogens  in 
the  gastrointestinal  flora.  Ketoconazole  has  demonstrated 
to  be  effective  but  it  has  not  been  proven  to  be  more  effective 
than  Amphotericin  B. 

Side  Effects 

Hepatic  Reactions:  1)  Silent:  Consisting  of  a transitory 
elevation  of  hepatic  enzymes  with  absence  of  clinical  signs  or 
symptoms  which  usually  return  to  pretreatment  levels 
before  the  drug  is  discontinued.  A review  of  1074  patients 
demonstrated  that  6%  had  elevation  of  hepatic  enzymes  that 
by  the  time  the  drug  was  discontinued  had  returned  to 
pretreatment  values;  2)  Symptomatic:  Consisting  of  clinical 
manifestations  like  coluria,  jaundice  and  acholia  or  anicteric 
symptoms  like  fever,  fatigue,  weakness,  general  malaise, 
anorexia,  nausea  and  vomits.  Up  to  date  death  secondary  to 
hepatic  coma  has  been  reported  in  a very  small  number  of 
cases.  Risk  factors  to  develop  hepatic  reactions  are  sex- 


female,  patients  older  than  50  years,  previous  history  of 
hepatitis,  history  of  other  drug  allergy  and  previous  treat- 
ment with  Griseofulvin.  Other  side  effects  are  seen  in 
Table  1. 

TABLE  1 

Other  Side  Effects 

Nausea 
Gynecomastia 
Photophobia 
Menstrual  irregularity 
Sensation  of  detachment 
Corneal  deposits 
Rash 

Conclusion 

Ketoconazole  is  an  imidazole  derivative  that  is  adminis- 
tered by  oral  route  and  with  few  side  effects.  Its  efficacy  in 
the  treatment  of  chronic  mucocutaneous  candidiasis, 
paracoccidioidomycosis  and  some  clinical  forms  of 
dermatophytosis  has  been  demonstrated.  Its  use  in  histo- 
plasmosis, coccidioidomycosis  and  blastomycosis  remains 
controversial.  There  is  no  data  up  to  date  which  justifies  the 
use  of  Ketoconazole  in  deep-seated  mycosis,  fungal 
infections  of  the  central  nervous  system  and 
immunocompromised  patients. 

We  still  ignore  the  full  clinical  spectrum  of  this  drug  and 
how  its  efficacy  compares  with  Amphotericin  B.  Recurrence 
is  clearly  a problem  in  the  great  majority  of  the  mentioned 
clinical  entities  as  well  as  the  development  of  resistant 
strains.  Controlled  studies  are  necessary  to  fully  understand 
the  potential  and  limitations  of  this  new  drug. 


TABLE  II 


ANTIFUNGAL  THERAPY 

Organism 

Site 

Agent 

Primary 

Alternative 

Blastomycosis 

Cutaneous 

Amphotericin  B 

2 hydroxystilbamidine 

Candidiasis 

Pulmonary 

Extrapulmonary 

Bloodstream 

Amphotericin  B 

Pulmonary 

Chronic  mucocu- 

Ketoconazole 

Amphotericin  B 

taneous 

Cutaneous 

Oral  (thrush) 

Amphotericin  B 
or  Nystatin 

Nystatin 

Ketoconazole 

Coccidioidomycosis 

Urinary 

Pulmonary 

Amphotericin  B 
Amphotericin  B 

Ketoconazole 

Chromomycosis 

Extrapulmonary 

Meningitis 

Cutaneous 

Amphotericin  B 
Ketoconazole 

* 

Cryptococcosis 

Systemic 

Amphotericin  B 

Dermatophytosis 

Tinea  capitis 

5 Elorucytosine 
Griseofulvin 

Ketoconazole 

Tinea  cruris  or 

Miconazole 

Undecylenic 

pedis 

or  Clotrimazole 

acid  or  Tolnaftate 

Onychomycosis 

Griseofulvin 

Ketoconazole 

Histoplasmosis 

Pulmonary 

Amphotericin  B 

Ketoconazole 

Paracoccidioidomycosis 

Extrapulmonary 

Ketoconazole 

Amphotericin  B 

or  Sulfonamides 
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Resumen:  Antes  del  año  1970  el  principal  agente  anti- 

fungal era  la  Anfotericina  B,  la  cual  se  sabe  es  muy  efectiva 
pero  consistentemente  tóxica.  Con  el  advenimiento  del 
Miconazole  se  sugirió  que  el  grupo  de  drogas  derivadas  del 
imidazole  proveerían  una  aportación  a la  terapia  antifungal. 
El  Ketoconazole  ha  resultado  ser  una  alternativa  para 
candidiasis  mucocutánea  crónica,  paracoccidioidomicosis  y 
dermatofitosis.  Es  controversial  su  uso  en  histoplasmosis, 
coccidioidomicosis  y blastomicosis  y hasta  el  presente  no 
existe  data  suficiente  que  justifique  el  uso  de  Ketoconazole 
en  micosis  sistémicas  profundas,  en  pacientes  inmunosu- 
primidos  y en  infecciones  por  hongos  del  sistema  nervioso 
central. 

References 

1.  Van  Jen  Bossche  H,  Willemsens  G,  Cools  Cornelessen  F,  Lauwers 
WF.  Van  Cutsem  JM. : ¡n  viiro  and  in  vivo  effects  of  the  antimycotic 
drug  Ketoconazole  on  sterol  synthesis.  Antimicrob  Agents  Chemother 
1980;  17:922-926. 

2.  Symoens  J,  Moens  M.  Scheygronce,  H et  al. : An  evaluation  of  two 
years  of  clinical  experience  with  Ketoconazole.  Rev  Infect  Dis  1980; 
2:674-678. 

3.  Borgers  M.  : Mechanism  of  action  of  antifungal  drugs,  with  special 
reference  to  imidazole  derivatives.  Rev  Infect  Dis  1980;  2:520-525. 

4.  Borgers  M et  al.  -.  The  mechanism  of  action  of  the  new  antimycotic 
Ketoconazole.  Am  J Med  1983;  1:2-8. 

5.  Roderick  JH. : Ketoconazole  in  the  treatment  of  fungal  infections.  Am 
J Med  1983;  1:1-16-19. 

6.  Horshurger  CH  Jr-'-  Long-term  therapy  of  chronic  mucocutaneous 
candidiasis  with  Ketoconazole:  Experience  with  twenty-one  patients. 
AM  J Med  1983;  1:23-29. 

7.  Slama  TG.:  Treatment  of  disseminated  and  progressive  cavitary 
histoplasmosis  with  Ketoconazole.  Am  J Med  1983;  1:70-73. 

8.  Restrepo  A.-.J  reatment  of  paracoccidioidomycosis  with  Ketoconazole: 
A three-year  experience.  Am  J Med  1983;  1:48-52. 

9.  Restrepo  A.  -.  Post-therapy  status  of  paracoccidioidomycosis  treated 
with  Ketoconazole.  Am  J Med  1983;  1:53-57. 

10.  Stevens  DA  et  al.-.  Experience  with  Ketoconazole  in  three  major 
manifestations  of  progressive  coccidioidomycosis.  Am  J Med  1983; 
1:58-63. 

11.  Drouhet  E et  al.  -.  Laboratory  and  clinical  assessment  of  K in  deep- 
seated  mycosis.  Am  J Med  1983;  1-30-47. 

12.  Meunier-Carpenter  F.  : Treatment  of  mycoses  in  cancer  patients.  Am 
J Med  1983;  1:74-79. 

13.  Craven  PC  et  al.  -.  High-Dose  K for  treatment  of  fungal  infections  of 
the  CNS.  Ann  Intern  Med  1983;  160-167. 

14.  Janssen  PAJ  et  al. : Hepatic  reactions  during  Ketoconazole  treatment. 
Am  J Med  1983;  1:80-85. 


References: 

1.  Stone  PH,  Tun  ZG.  Muller  JE:  Efficacy  of  nifedipine  therapy  for  refractory  angina 
pectoris  Am  HearlJ  104  672-681.  September  1982 

2.  Antman  E,  Muller  J.  Goldberg  S.  el  al;  Nifedipine  therapy  for  coronary-artery 
spasm  Experience  in  127  patients  NEnglJ  Mec/302  1269-1273,  June  5. 1980 


BRIEF  SUMMARY 

PROCARDIA  • (nifedipine)  CAPSULES  For  Oral  Use 

INDICATIONS  AND  USAGE:  I Vasospastic  Angina:  PROCARDIA  (nifedipine)  is  indicated  tor  the 
management  of  vasospastic  angina  confirmed  by  any  of  the  following  criteria  1 ) classical  pattern 
of  angina  at  rest  accompanied  by  ST  segment  elevation.  2)  angina  or  coronary  artery  spasm  pro- 
voked by  ergonovine,  or  3)  angiographically  demonstrated  coronary  artery  spasm  In  those  patients 
who  have  had  angiography,  the  presence  of  significant  fixed  obstructive  disease  is  not  incompatible 
with  the  diagnosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied  PROCARDIA 
may  also  be  used  where  the  clinical  presentation  suggests  a possible  vasospastic  component  but 
where  vasospasm  has  not  been  confirmed,  e g . where  pain  has  a variable  threshold  on  exertion  or 
in  unstable  angina  where  electrocardiographic  findmgs  are  compatible  with  intermittent  vaso- 
spasm, or  when  angina  is  refractory  to  nitrates  and/or  adequate  doses  of  beta  blockers 

II.  Chronic  Stable  Angina  (Classical  Effort-Associated  Angina):  PROCARDIA  is  indicated  lor 
the  management  of  chronic  stable  angina  (effort-associated  angina)  without  evidence  of  vasospasm 
in  patients  who  remain  symptomatic  despite  adequate  doses  of  beta  blockers  and'or  organic  nitrates 
or  who  cannot  tolerate  those  agents 

In  chronic  stable  angina  (etiort-associated  angina)  PROCARDIA  has  been  effective  in  controlled 
trials  of  up  to  eight  weeks  duration  in  reducing  angina  frequency  and  increasing  exercise  tolerance, 
but  confirmation  of  sustained  ettectiveness  and  evaluation  of  long-term  safety  in  those  patients  are 
incomplete 

Controlled  studies  in  small  numbers  of  patients  suggest  concomitant  use  of  PROCARDIA  and 
beta  blocking  agents  may  be  beneficial  in  patients  with  chronic  stable  angina,  but  available  mtor- 
mation  is  not  sufficient  to  predict  with  confidence  the  effects  of  concurrent  treatment,  especially  in 
patients  with  compromised  left  ventricular  function  or  cardiac  conduction  abnormalities  When  in- 
troducing such  concomitant  therapy,  care  must  be  takeh  to  monitor  blood  pressure  closely  since 
severe  hypotension  can  occur  from  the  combined  effects  of  the  drugs  (See  Warnings  ) 
CONTRAINDICATIONS:  Known  hypersensitivity  reaction  to  PROCARDIA 
WARNINGS:  Excessive  Hypotension:  Although  in  most  patients,  the  hypotensive  effect  of 
PROCARDIA  IS  modest  and  well  tolerated  occasional  patients  have  had  excessive  and  poorly  tol- 
erated hypotension  These  responses  have  usually  occurred  during  initial  titration  or  at  the  time  ol 
subsequent  upward  dosage  adiustment,  and  may  be  more  likely  in  patients  on  concomitant  beta 
blockers 

Severe  hypotension  and  or  increased  fluid  volume  requirements  have  been  reported  in  patients 
receiving  PROCARDIA  together  with  a beta  blocking  agent  who  underwent  coronary  artery  bypass 
surgery  using  high  dose  fentanyl  anesthesia  The  interaction  with  high  dose  tentanyl  appears  to  be 
due  to  the  combination  ol  PROCARDIA  and  a beta  blocker,  but  the  possibility  that  it  may  occur  with 
PROCARDIA  alone,  with  low  doses  of  fentanyl , in  other  surgical  procedures,  or  with  other  narcotic 
analgesics  cannot  be  ruled  out  In  PROCARDIA  treated  patients  where  surgery  using  high  dose 
fentanyl  anesthesia  is  contemplated . the  physician  should  be  aware  of  these  potential  problems  and , 
if  the  patient's  condition  permits,  sufficient  time  (at  least  36  hours)  should  be  allowed  for 
PROCARDIA  to  be  washed  out  ol  the  body  prior  to  surgery 

Increased  Angina:  Occasional  patients  have  developed  well  documented  increased  Irequency,  du- 
ration or  severity  ol  angina  on  starting  PROCARDIA  or  al  the  time  of  dosage  increases  The  mech- 
anism ol  this  response  is  not  established  but  could  result  from  decreased  coronary  perfusion 
associated  with  decreased  diastolic  pressure  with  increased  heart  rale,  or  from  increased  demand 
resulting  Irom  increased  heart  rate  alone 

Beta  Blocker  Withdrawal:  Patients  recently  withdrawn  Irom  beta  blockers  may  develop  a with- 
drawal syndrome  with  increased  angina,  probably  related  to  increased  sensitivity  to  catechol- 
amines Initiation  ol  PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected 
to  exacerbate  it  by  provoking  reflex  catecholamine  release  There  have  been  occasional  reports  ol 
increased  angina  in  a setting  ol  beta  blocker  withdrawal  and  PROCARDIA  initiation  It  is  important 
to  taper  beta  blockers  if  possible,  rather  than  slopping  them  abruptly  belore  beginning 
PROCARDIA 

Congestive  Heart  Failure:  Rarely  patients,  usually  receiving  a beta  blocker,  have  developed  heart 
failure  after  beginning  PROCARDIA  Patients  with  tight  aortic  stenosis  may  be  at  greater  risk  lor 
such  ah  event 

PRECAUTIONS:  General:  Hypotension;  Because  PROCARDIA  decreases  peripheral  vascular 
resislahce,  careful  monitoring  ol  blood  pressure  during  the  initial  administration  and  titration 
of  PROCARDIA  IS  suggested  Close  observation  is  especially  recommended  for  patients  already 
takiqg  medications  that  are  known  to  lower  blood  pressure  (See  Warnings  ) 

Peripheral  edema:  Mild  to  moderate  peripheral  edema,  typically  associated  with  arterial  vaso- 
dilation and  not  due  to  left  ventricular  dysfunction,  occurs  in  about  one  in  ten  patients  treated  with 
PROCARDIA  This  edema  occurs  primarily  in  the  lower  extremities  and  usually  responds  to  diuretic 
therapy  With  patients  whose  angina  is  complicated  by  congestive  heart  failure,  care  should  be  taken 
to  ditferentiate  this  peripheral  edema  Irom  the  effects  of  increasing  left  ventricular  dysfunction 

Drug  interactions:  Beta-adrenergic  blocking  agents  (See  Indications  and  Warnings  ) Experience 
in  over  1400  patients  in  a non-comparalive  clinical  trial  has  shown  that  concomitant  administration 
of  PROCARDIA  and  befa-blocking  agents  is  usually  well  tolerated,  but  there  have  been  occasional 
literature  reports  suggesting  that  the  combinatioh  may  increase  the  likelihood  of  congestive  heart 
failure,  severe  hypotehsion  or  exacerbation  of  angina 

Long-acting  nitrates  PROCARDIA  may  be  safely  co  administered  with  nitrates,  but  there  have 
been  no  controlled  studies  to  evaluate  the  antianginal  effectiveness  of  this  combination 

Digitalis  Administration  ol  PROCARDIA  with  digoxin  increased  digoxin  levels  in  nine  ol  twelve 
normal  volunteers  The  average  increase  was  45%  Another  investigator  found  no  increase  in  di- 
goxin levels  in  thirteen  patients  with  corohary  artery  disease  In  an  uncontrolled  study  of  over  two 
hundred  patients  with  congestive  heart  failure  during  which  digoxin  blood  levels  were  not  meas- 
ured. digitalis  toxicity  was  not  observed  Since  there  have  been  isolated  reports  ol  patients  with 
elevated  digoxin  levels,  it  is  recommended  that  digoxin  levels  be  monitored  when  initiating,  adjust- 
ing, and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under-digitalizalion 

(iarcinogenesis,  mutagenesis,  impairment  of  fertility  When  given  to  rats  prior  to  mating,  nife- 
dipine caused  reduced  fertility  at  a dose  approximately  30  times  the  maximum  recommended  hu- 
man dose 

Pregnancy  Category  C Please  see  full  prescribing  information  with  reference  to  leratogedicity  in 
rats  embryotoxicity  in  rats,  mice  and  rabbits,  and  abnormalities  m monkeys 
ADVERSE  REACTIONS:  The  most  common  adverse  events  include  dizziness  or  light-headedness. 
peripheral  edema,  nausea,  weakness,  headache  and  flushing  each  occurring  in  about  10%  ot  pa- 
tients transient  hypotension  in  about  5%.  palpitation  in  about  2%  and  syncope  in  about  0 5% 
Syncopal  episodes  did  not  recur  with  reduction  in  the  dose  ol  PROCARDIA  or  concomitant  antian- 
ginal medication  Additionally,  the  following  have  beeh  reported  muscle  cramps,  nervousness, 
dyspnea,  nasal  and  chest  congestion,  diarrhea,  cohstipation,  inflammation,  joint  stillness,  shaki- 
ness,  sleep  disturbances,  blurred  vision,  difficulties  in  balance,  dermatitis,  pruritus,  urticaria,  le- 
ver, sweating,  chills,  ahd  sexual  difficulties  Very  rarely,  introductioh  ol  PROCARDIA  therapy  was 
associated  with  an  increase  in  anginal  pain,  possibly  due  to  associated  hypotension 

In  addition,  more  serious  adverse  events  were  observed . not  readily  distinguishable  Irom  the  nat- 
ural history  of  the  disease  in  these  patients  It  remains  possible,  however,  that  some  or  many  ol 
these  evehts  were  drug  related  Myocardial  infarction  occurred  in  about  4%  ol  patients  and  conges- 
tive heart  failure  or  pulmonary  edema  in  about  2%  Ventricular  arrhythmias  or  conductioh  disturb- 
ances each  occurred  in  fewer  than  0 5%  of  patients 

Laboratory  Tests:  Rare  mild  to  moderate,  transient  elevations  of  enzymes  such  as  alkaline  phos- 
phatase CPK  LDH,  SGOT.  and  SGPT  have  been  noted,  and  a single  incident  ol  significantly  ele- 
vated transaminases  and  alkaline  phosphatase  was  seen  in  a patient  with  a history  ol  gall  bladder 
disease  after  about  eleveo  months  of  nifedipine  therapy  The  relationship  to  PROCARDIA  therapy  is 
uncertain  These  laboratory  abnormalities  have  rarely  been  associated  with  clinical  symptoms 
Cholestasis,  possibly  due  to  PROCARDIA  therapy,  has  been  reported  twice  in  the  exiehsive  world 
literature 

HDW  SUPPLIED:  Each  orange  soft  gelatin  PROCARDIA  CAPSULE  contains  10  mg  of  nifedipine 
PROCARDIA  CAPSULES  are  supplied  in  bottles  of  100  (NDC  0069-2600-66),  300  (NDC  0069- 
2600-72).  and  unit  dose  (10x10)  (NDC  0069-2600-41)  The  capsules  should  be  protected  from 
light  and  moisture  and  stored  al  controlled  room  temperature  59“  to  77“F  (15°  to  25°C)  in  the  man- 
ufacturer's original  container 

More  detailed  prolessional  intormalion  available  on  request  ® 1982 , Pfizer  Inc 
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"lean  do  things  that  I 
couldntdofor3yrs  including 
leaning  the  human  race  again" 


Quotes  from  an  unsolicited  ' 
letter  received  ¿y  Pfizer  from  an 
angina  patient. 

While  this  p^ient's  atperience 
is  repie^ntstive  of  marry  ^ 

unsolicited  comments  received, 
not  ail  patients  will  respond  to 
Procardia  nor  will  they  all 
respond  to  thesamedegree 


"My  daily  routine  consisted  of 
sitting  in  my  chair  trying  to  stay  alive." 

"My  doctor  switched  me  to 
PROCARDIA^*]  as  soon  as  it  became 
available.  The  change  in  my  condition 
is  remarkable." 

"I  shop,  cook  and  can  plant 
flowers  again." 

"I  have  been  able  to  do  volunteer 
work. .and  feel  needed  and  useful 
once  again." 


PROCARDIA  can  mean  the  return  to  a more  normal  life 
for  your  patients — having  fewer  anginal  attacks,'  taking 
fewer  nitroglycerin  tablets, ^ doing  more,  and  being  more 
productive  once  again 


i - ■ 

' -r  í;í?,í^  tr';- 
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Side  effects  are  usually  mild  (most  frequently  reported 
are  dizziness  or  lightheadedness,  peripheral  edema, 
nausea,  weakness,  headache  and  flushing,  each  occurring 
in  about  10%  of  patients,  transient  hypotension  in  about 
5%,  palpitation  in  about  2%  and  syncope  in  about  0,5%). 


for  the  varied  faces  of  angina 


* Procardia  is  indicated  for  the  management  of: 

1 ) Confirmed  vasospastic  angina. 

2)  Angina  where  the  clinical  presentation  suggests  a possible 
vasospastic  component 

3)  Chronic  stable  angina  without  evidence  of  vasospasm  in 
patients  who  remain  symptomatic  despite  adequate  doses  of 
beta  blockers  and/or  nitrates  or  who  cannot  tolerate  these 
agents.  In  chronic  stable  angina  (effort-associated  angina) 
PROCARDIA  has  been  effective  in  controlled  trials  of  up  to 
eight  weeks'  duration  in  reducing  angina  frequency  and 
increasing  exercise  tolerance,  but  confirmation  of  sustained 
effectiveness  and  evaluation  of  long-term  safety  in  these 
patients  are  incomplete. 


PROCARDIA 


(NIFEDIPINE) 


Capsules  10  mg 


Please  see  PROCARDIA  brief  summary  on  adjoining  page 


Arthritis  Therapy 
That  Checks  Out. 


Gastric  distress  is  reduced.  pH-dependent 
matrix  virtually  doesn’t  release  in  acidic  stomach. 

ZORprin®  (aspirin)  is  released  in  the  alkaline 
environment  of  the  small  intestine. 

Zero-order  release  delivers  drug  at  a constant 
rate,  reducing  serum  peaks  and  valleys. 


Convenient  b.i.d.  dosage... enhances  patient  compliance. 


Economical . . . comparable  efficacy  and  safety  as  other  NSAIDs,  yet  costs 
approximately  one-half  as  much. 

Your  first  step  in  arthritis  therapy. . . ZORprirl  (ASPIRIN)  Zero-Order  Release. 


Pioneers  in  medicine  for  the  family 


Boots  Pharmaceuticals,  Inc. 

6540  LINE  AVENUE,  PO.  BOX  6750 
SHREV'EPORT,  LOUISIANA  71106-9989 

© Boots  Pharmaceuticals.  Inc.,  1983 
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ZORprin 


(ASPIRIN)  Zero-Order  Release 


DESCRIPTION:  Each  capsule-shaped  tablet  ot  Zorprin  contains  800  mg  ol  aspirin,  formulated  in  a special  matrix  to  control  the  release  of  aspirin  after 
ingestion  The  controlled  availability  of  aspirin  provided  by  Zorprin  approximates  zero-order  release,  the  in  vitro  release  of  aspirin  from  the  tablet  matrix  is 
linear  and  independent  of  the  concentration  of  the  drug  □ CLINICAL  PHARMACOLOGY:  Aspirin,  as  contained  in  Zorprin,  is  a salicylate  that  has 
demonstrated  anti-inflamrriatory  and  analgesic  activity  Its  mode  of  action  as  an  anti-inflammatory  and  analgesic  agent  may  be  due  to  the  inhibition  of 
synthesis  of  prostaglandins,  although  its  exact  mode  ot  action  is  not  known,  □ Zorprin  dissolution  is  pH-dependent  In  vitro  studies  have  shown  very  little 
aspirin  to  be  released  in  acidic  solutions,  whereas,  Zorprin  releases  the  majority  of  its  aspirin  (90%)  in  a zero-order  mode  at 
a neutral  to  alkaline  pH,  It  is  this  pH  dependence  of  Zorprin  that  reduces  direct  contact  between  aspirin  and  the  gastric 
mucosa,  resulting  in  a reduction  of  its  gastrointestinal  side-effect  potential  □ Bioavailability  data  for  Zorprin  have  confirmed 
that  plasma  levels  of  salicylic  acid  and  acetylsalicylic  acid  can  be  measured  24  hours  after  a single  oral  dose.  This 
substantiates  a twice  daily  dose  regimen  Multiple  dose  bioavailability  studies  showed  similar  steady-state  salicylate  levels 
for  Zorprin  as  for  conventional  release  aspirin  using  the  same  total  daily  dose  Long-term  monitoring  of  salicylate  levels 
showed  no  signs  of  accumulation  once  steady-state  levels  were  reached  (4-6  days),  □ Studies  of  in  vivo  prostaglandin 
levels  (PGE2)  have  shown  Zorprin  plasma  levels  of  salicylic  acid  and  acetylsalicylic  acid  to  reduce  PGE2  levels  14  hours 
after  a single  oral  800  mg  dose  while  an  equivalent  dose  of  aspirin  produced  a reduction  of  PGE2  levels  only  through  six 
hours  Zorprin's  effect  on  prostaglandins  other  than  P,GE2  has  not  been  determined  □ Salicylates  are  excreted  mainly  by 
the  kidney,  and  from  studies  in  humans  it  appears  that  salicylate  is  excreted  in  the  urine  as  free  salicylic  acid  (10%); 
salicyluric  acid  (75%)  salicylic  phenolic  (10%),  acyl  glucuronides  (5%)  and  gentisic  acid  (<!%),□  INDICATIONS  & USAGE: 
Zorprin  is  indicated  for  the  treatment  of  rheumatoid  arthritis  and  osteoarthritis  The  safety  and  efficacy  of  Zorprin  have 
not  been  established  in  those  rheumatoid  arthritic  patients  who  are  designated  by  the  American  Rheumatism  Association  as  Functional  Class  IV 
(incapacitated,  largely  or  wholly  bedridden,  or  confined  to  wheelchair,  little  or  no  self-care),  □ In  patients  treated  with  Zorprin  for  rheumatoid  arthritis  and 
osteoarthritis,  the  anti-inflammatory  action  of  Zorprin  has  been  shown  by  reducfion  in  pain,  morning  stiffness  and  disease  activity  as  assessed  by  both 
the  investigators  and  patients,  □ In  clinical  studies  in  patients  with  rheumatoid  arthritis  and  osteoarthritis,  Zorprin  has  been  shown  to  be  comparable  to 
conventional  release  aspirin  in  controlling  the  aforementioned  signs  and  symptoms  of  disease  acfivity  and  fo  be  associated  with  a statistically  significant 
reduction  in  the  milder  gastrointestinal  side  effects  (see  ADVERSE  REACTIONS)  Zorprin  may  be  well  tolerated  in  some  patients  who  have  had 
gastrointestinal  side  effects  with  conventional  release  aspirin,  but  these  patients  when  treated  with  Zorprin  should  be  carefully  followed  for  signs  and 
symptoms  of  gastrointestinal  bleeding  and  ulceration  □ Since  there  have  been  no  controlled  trials  to  demonstrate  whether  or  not  there  is  any  beneficial 
effect  or  harmful  interaction  with  the  use  of  Zorprin  in  conjunction  with  other  nonsteroidal  anti-inflammatory  agents  (NSAI),  the  combination  cannot  be 
recommended  (see  Drug  Interactions)  □ Because  of  its  relatively  long  onset  of  action,  Zorprin  is  not  recommended  lor  antipyresis  or  lor  short-term 
analgesia.  □ CONTRAINDICATIONS:  Zorprin  should  not  be  used  in  patients  known  to  be  hypersensitive  to  salicylates  or  in  individuals  with  the 
syndrome  of  nasal  polyps,  angioedema,  bronchospastic  reactivity  to  aspirin,  renal  or  hepatic  insufficiency,  hypoprothrombinemia  or  other  bleeding 
disorders  Zorprin  is  not  recommended  for  children  under  12  years  of  age.  if  is  contraindicated  in  all  children  with  fever  accompanied  by  dehydration 

□ WARNINGS:  Zorprin  should  be  used  with  caution  when  anticoagulants  are  prescribed  concurrently,  since  aspirin  may  depress  platelet  aggregation 
and  increase  bleeding  time  Large  doses  of  salicylates  may  have  hypoglycemic  action  and  enhance  the  effect  of  the  oral  hypoglycemics,  concomitant 
use  therefore  is  not  recommended  However,  if  such  use  is  necessary,  dosage  of  the  hypoglycemic  agent  must  be  reduced  The  hypoglycemic  action  of 
the  salicylates  may  also  necessitate  adjustment  of  the  insulin  requirements  of  diabetics,  □ While  salicylates  in  large  doses  have  a uricosuric  effect,  smaller 
amounts  may  reduce  water  excretion  and  increase  serum  uric  acid  □ USE  IN  PREGNANCY  Aspirin  can  harm  the  fetus  when  administered  to  pregnant 
women  Aspirin  interferes  with  maternal  and  infant  hemostasis  and  may  lengthen  the  duration  of  pregnancy  and  parturition.  Aspirin  has  produced 
teratogenic  effects  and  increases  the  incidence  of  stillbirths  and  neonatal  deaths  in  animals  □ If  this  drug  is  used  during  pregnancy,  or  if  the  patient 
becomes  pregnant  while  taking  this  drug,  the  patient  should  be  apprised  of  the  potential  hazard  to  the  fetus  □ Aspirin  should  not  be  taken  during  the  last 
3 months  of  pregnancy  □ PRECAUTIONS:  Appropriate  precautions  should  be  taken  in  prescribing  Zorprin  for  patients  who  are  known  to  be  sensitive  to 
aspirin  or  salicylates  Particular  care  should  be  used  when  prescribing  this  medication  for  patients  with  erosive  gastritis,  peptic  ulcer,  mild  diabetes 
or  gout  As  with  all  salicylate  drugs,  caution  should  be  exercised  in  prescribing  Zorprin  for  those  patients  with  bleeding  tendencies  or  those  on 
anticoagulants  □ In  order  to  avoid  exacerbation  of  disease  or  adrenal  insufficiency,  patients  who  have  been  on  prolonged  corticosteroid  therapy  should 
have  their  therapy  tapered  slowly  rather  than  discontinued  abruptly  when  Zorprin  is  made  a part  of  the  treatment  program,  □ Patients  receiving  large 
doses  of  aspirin  and/or  prolonged  therapy  may  develop  mild  salicylate  intoxication  (salicylism)  that  may  be  reversed  by  dosage  reduction  □ Salicylates 
can  produce  changes  in  thyroid  function  tests  □ Salicylates  should  be  used  with  caution  in  patients  with  severe  hepatic  damage,  preexisting 
hypoprothrombinemia.  Vitamin  K deficiency  and  in  those  undergoing  surgery,  □ Since  aspirin  release  from  Zorprin  is  pH  dependent,  it  may  change  in 
those  conditions  where  the  gastric  pH  has  been  increased  as  a result  of  antacids,  gastric  secretion  inhibitors  or  surgical  procedures  □ Drug  Interactions: 
(See  WARNINGS)  Aspirin  may  interfere  with  some  anticoagulant  and  antidiabetic  drugs  Drugs  which  lower  serum  uric  acid  by  increasing  uric 
acid  excretion  (uricosurics)  may  be  antagonized  by  the  concomitant  use  of  aspirin,  particularly  in  doses  less  than  2 0 grams/day  Nonsteroidal 
anti-inflammatory  drugs  may  be  competitively  displaced  from  their  albumin  binding  sites  by  aspirin  This  effect  may  negate  the  clinical  efficacy  of  both 
drugs  Also,  the  gastrointestinal  inflammatory  potential  of  nonsteroidal  anti-inflammatory  drugs  may  be  potentiated  by  aspirin.  The  combination  ot 
alcohol  and  aspirin  may  increase  the  risk  ot  gastrointestinal  bleeding  □ Aspirin  may  enhance  the  activity  of  methotrexate  and  increase  its  toxicity 

□ Sodium  excretion  produced  by  spironolactone  may  be  decreased  in  the  presence  of  salicylates  Concomitant  administration  of  other  anti-inflammatory 
drugs  may  increase  the  risk  of  gastrointestinal  ulceration  Urinary  alkalinizers  decrease  aspirin's  effectiveness  by  increasing  the  rate  ot  salicylate  renal 
excretion  Phenobarbital  decreases  aspirin's  effectiveness  by  enzyme  induction  □ Pregnancy  Category  D.  See  WARNINGS  Section,  □ Nursing  Mothers: 
Salicylates  have  been  detected  in  the  breast  milk  of  nursing  mothers.  Because  of  the  potential  for  serious  adverse  reactions  from  aspirin  in  nursing 
infants,  a decision  should  be  made  whether  to  discontinue  nursing  or  discontinue  the  drug,  taking  into  account  the  benefit  of  the  drug  to  the  mother 

□ ADVERSE  REACTIONS:  Hematologic;  Aspirin  interferes  with  hemostasis.  Patients  with  a history  of  blood  coagulation  defects  or  receiving  anti- 
coagulant drugs  or  with  severe  anemia  should  avoid  Zorprin  Aspirin  used  chronically  may  cause  a persistent  iron  deficiency  anemia,  □ Gastrointestial: 
Aspirin  may  potentiate  peptic  ulcer,  and  cause  stomach  distress  or  heartburn  Aspirin  can  cause  an  increase  in  occult  bleeding  and  in  some  patients 
massive  gastrointestinal  bleeding  However,  the  greatest  release  ot  active  drug  from  Zorprin  is  designed  to  occur  in  the  small  intestine  over  a period  of 
time  This  has  resulted  in  fewer  symptomatic  gastrointestinal  side  effects  □ Allergic:  Allergic  and  anaphylactic  reactions  have  been  noted  when 
hypersensitive  individuals  have  taken  aspirin  Fatal  anaphylactic  shock,  while  not  common,  has  been  reported  □ Respiratory;  Aspirin  intolerance, 
manifested  by  exacerbations  of  bronchospasm  and  rhinitis,  may  occur  in  patients  with  a history  of  nasal  polyps,  asthma,  or  rhinitis.  The  mechanism  of 
this  intolerance  is  unknown  but  may  be  the  result  of  aspirin-induced  shunting  of  prostaglandin  synthesis  to  the  lipoxygenase  pathway  and  the  liberation 
of  leukotrienes,  e g.  slow-reacting  substance  of  anaphylaxis,  □ Dermatologic:  Hives,  rashes,  and  angioedema  may  occur,  especially  in  patients  suffering 
from  chronic  urticaria  □ Central  Nervous  System:  Taken  in  overdoses,  aspirin  provides  stimulation  which  may  be  manifested  by  tinnitus.  Following  initial 
stimulation,  depression  of  the  central  nervous  system  may  be  noted,  □ Renal:  Aspirin  rarely  may  aggravate  chronic  kidney  disease,  □ Hepatic:  High  doses 
of  aspirin  have  been  reported  to  produce  reversible  hepatic  dysfunction  □ OVERDOSAGE:  Overdosage,  if  it  occurs,  would  produce  the  usual  symptoms 
of  salicylism  tinnitus,  vertigo,  headache,  confusion,  drowsines,  sweating,  hyperventilation,  vomiting  or  diarrhea.  Plasma  salicylate  levels  in  adults  may 
range  from  50  to  80  mg/dl  in  the  mildly  intoxicated  patient  to  110  to  160'  mg/di  in  the  severely  intoxicated  patient.  An  arterial  blood  pH  of  7,1  may  indicate 
serious  poisoning  The  clearance  of  salicylates  in  children  is  much  slower  than  adults  and  should  receive  due  consideration  when  aspirin  overdosages 
occur  in  infants,  salicylate  half-lives  of  30  hours  have  been  reported  in  infants  4-8  months  old  Treatment  for  mild  intoxication  should  include  emptying 
the  stomach  with  an  emitic,  or  gastric  lavage  with  5%  sodium  bicarbonate  Individuals  suffering  from  severe  intoxication  should,  in  addition,  have  forced 
diuresis  by  intravenous  infusions  of  sodium  bicarbonate  and  dextrose  or  sodium  lactate  In  extreme  cases,  hemodialysis  or  peritoneal  dialysis  may  be 
required  □ ("A  plasma  salicylate  level  of  160  mg/dl  in  an  adult  is  usually  considered  lethal.)  □ DOSAGE  & ADMINISTRATION;  In  order  to  achieve  a 
zero-order  release,  the  tablets  ol  Zorprin  should  be  swallowed  intact.  □ Breaking  the  tablets  or  disrupting  the  structure  will  alter  the  release  prolile  ot  the 
drug.  □ It  IS  recommended  that  Zorprin  be  taken  with  sullicient  quantities  ol  lluids  (8  oz.  or  more).  □ Adult  Dosage:  For  mild  to  moderate  pain  associated 
with  rheumatoid  arthritis  and  osteoarthritis,  the  recommended  initial  dose  of  Zorprin  is  1600  mg  (2-800  mg  tablets)  twice  a day  Because  of  Zorprin's 
prolonged  release  of  aspirin  into  the  bloodstream,  Zorprin  tablets  may  be  taken  as  a b i d dose  Further  adjustment  of  the  dosage  should  be  determined 
by  the  physician,  based  upon  the  patient's  response  and  needs  Since  it  will  take  4-6  days  to  reach  steady-state  levels  of  salicylic  acid  with  Zorprin,  it  is 
recommended  dosages  be  given  for  at  least  one  week  before  further  adjustment  In  general,  patients  with  rheumatoid  arthritis  seem  to  require  higher 
doses  of  Zorprin  than  do  patients  with  osteoarthritis  □ Zorprin  is  not  recommended  for  children  below  the  age  ol  12.  □ HOW  SUPPLIED:  Zorprin 
Tablets  800  mg;  plain,  white  capsule-shaped  tablets  □ Bottles  of  100  Tablets  — NDC  0524-0057-01  □ Caution:  Federal  law  prohibits  dispensing  without 
prescription  □ U S Patent  No  4.308,251  □ Manufactured  and  Distributed  by:  BOOTS  PHARMACEUTICALS.  INC..  Shreveport.  Louisiana  71106  U.S. A. 
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The  Structural 
formula  of  aspirin  is 
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Pekutaneoiis 


Bfópsy 


Frtincicco  Vfocanrtmde,  M.D. 


Percutaneous  needle  biopsy  of  the  liver  is  a well 
established,  useful  and  proven  diagnostic  tool.  Paul 
Ehrlich  first  performed  liver  biopsies  in  1883  to  study  the 
glycogen  content  in  the  livers  of  diabetic  patients.  Soon  liver 
biopsies  were  being  used  in  tropical  medicine  to  diagqosed 
hepatic  abscesses.  In  this  country  it  was  not  until  the  ^cond 
World  War  that  liver  biopsies  came  into  general  use.  The 
elaboration  of  the  tecihnique,  the  clearer  definition  of 
indications  and  contraindications,  the  introduction,  of 
various  safer  needles,  and  especially  the  increase  in  the 
number  of  trained  operators,  has  contributed  to  its  more 
widespread  use.  The  relative  simplicity  of  the  method,  does 
not  imply  that  it  is  always  without  risk.  Liver  biopsy  is 
attended  by  a small  but  definite  risk,  and  it  should  always  be 
regarded  as  potentially  fatal.  The  patients  must  therefore  be 
carefully  selected  and  a real  indication  for  it  must  be  present 
before  the  biopsy  is  performed. 

The  indications  for  percutaneous  liver  biopsy  have  been 
well  outlined  and  include: 

1.  the  investigation  of  “difficult”  jaundice  (with  non 
diagnostic  less  invasive  or  risky  procedures  as 
sonogram,  CT  scan,  ERCP  and  if  indicated,  PTC). 

2.  for  the  confirmation  of  clinically  suspected  cirrhosis, 
or  when  liver  function  tests  give  abnormal  results  that 
remain  unexplained. 

3.  for  the  histological  confirmation  of  primary  or 
secondary  liver  tumors. 

4.  for  the  investigation  of  chronic  hepatitis  and  assess- 
ment of  the  effects  of  treatment 

5.  for  the  investigation  of  the  effects  of  drugs  on  the  liver 
(including  alcohol) 

6.  in  patients  with  psoriasis,  before  or  during 
methotrexate  (MTX)  treatment. 

7.  as  an  aid  in  the  diagnosis  of  fever  of  unknown  origin 
(FUO),  granulomatous  disease  and  lymphoma 
The  contraindications  to  liver  biopsy  include: 

1.  detective  clotting  mechanisms,  with  or  without 
bleeding  tendency 

2.  extra  hepatic  jaundice 

3.  suspected  pyogenic  or  parasitic  liver  disease 

4.  arteriovenous  malformations 

5.  empyema  of  the  right  hemithorax 

6.  anemia  (with  Hgb  less  than  10  gm) 

7.  tense  ascites 

8.  and  the  uncooperative  patient 
Moderate  ascites,  fever  or  sepsis  and  pronounced  obesity 
are  considered  relative  contraindications. 


There  are  several  indicators  which  are  used  to  estimate  the 
risk  of  serious  bleeding  from  a liver  biopsy,  these  include: 

a)  experience  of  the  operator 

b)  type  and  size  of  needle 

c)  number  of  passes 

d)  the  approach  (whether  intercostal  or  subcostal) 

e)  drug  history 

f)  size  and  consistency  of  the  liver 

g)  type  of  liver  disease 

h)  patient  compliance 

i)  a history  of  bleeding 

I will  try  to  review  some  of  these  indicators,  none  of  which 
have  been  adequately  tested. 

In  reference  #16,  Dr.  Jean  Perrault  and  assoc,  from  the 
Mayo  Clinic,  report  their  results  in  1000  percutaneous  liver 
biopsies  in  inpatients  and  outpatients.  They  experienced  a 
significant  morbidity  of  5.9%,  however,  none  of  their 
patients  requiered  surgery  or  died  from  the  procedure.  In 
their  experience  complications  were  no/  related  either  to  the 
type  . of  needle  used  (Tru-Cut  78%,  Jam-Shidi  17%, 
Franklin-Silverman  5%)  to  the  site  of  entry  (807  trans- 
thoracically  and  1 83  subcostally),  or  to  the  experience  of  the 
operator  (8%  by  staff  members  and  92%  by  GI  fellows). 

Although  there  is  no  universal  rule  or  agreement  on  the 
total  number  of  passes  that  should  be  allowed  during  the 
performance  of  a percutaneous  liver  biopsy,  it  is  generally 
accepted  that  the  risks  of  complications  increase  with  the 
number  of  passes  performed,  and  some  experienced 
authors,  like  Dr.  S.  Sherlock  and  Dr.  E.  Schiff,  limit  their 
procedure  to  no  more  than  2 passes.  In  reference  #17,  Dr. 
Abdi  and  associates  from  John  Hopkins,  studying  the 
sampling  variability  in  this  procedure,  and  performing  their 
biopsies  on  cadavers  all  through  the  same  intercostal  skin 
puncture  site,  varying  the  angle  of  the  klatskin  needle  path, 
found  that  the  diagnosis  of  chronic  hepatitis,  whether 
persistent  or  active,  with  one  single  liver  biopsy  could  be 
misleading,  and  that  the  accuracy  of  the  diagnosis  was 
increased  in  their  study  to  100%  after  3 sequential  biopsies. 
In  cirrhosis,  the  diagnosis  was  confirmed  in  80%  on  the  first 
biopsy,  while  in  all  of  their  cases  after  3 biopsies.  In 
metastatic  carcinoma,  tumor  was  found  with  one  pass  in 
46%,  with  two  in  54%,  and  with  three  in  60%.  These  authors 
recommend  that  more  than  one  liver  biopsy  be  done  for 
diagnosis  in  cases  where  cirrhosis,  chronic  active  hepatitis, 
metastatic  carcinoma  or  granuloma  is  suspected. 

Going  back  to  reference#  16,  from  the  Mayo  Clinic  Study, 
2 to.  11  sequential  passes  were  performed  in  344  of  their 
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patients,  and  they  found  that  the  incidence  of  complications 
increased  with  multiple  passes,  bul  was  statistically  signifi- 
cant only  with  more  than  4 passes  transthoracically. 

Regarding  the  type  of  needle  used.  Dr.  Perrault,  as 
previously  mentioned  found  no  relationship  between 
incidence  of  complications  and  the  needle  used  (mainly  Tru 
Cut  vs.  Jam  Shidi). 

Dr.  Greenwald  and  Dr.  Schiff  from  Miami,  in  reference 
# 1 5,  review  their  experience  usingthe  1 .9  mm  diameter  Jam- 
Shidi  needle,  and  compare  it  with  the  1.4  mm  Menghini 
needle.  No  significant  increase  in  complications  was  found, 
and  the  larger  diameter  needle  obtained  biopsy  specimens 
consistently  larger. 

In  reference  # 1 8,  the  Tru-Cut  needle,  which  is  2.05  x 1 14 
mm,  was  compared  with  the  standard  1.9  mm  diameter 
Menghini  needle.  The  Menghini  needle  was  used  in  36 
patients,  the  Tru-Cut  in  41.  Two  passes  were  required  in  5 
patients  with  the  Menghini,  and  in  6 patients  with  the  Tru- 
Cut  needle.  Excluding  pain,  the  only  2 complications 
(cholangitis  and  biliary  peritonitis)  occurred  with  the 
Menghini  needle.  There  was  no  evidence  of  significant 
hemorrhage  or  pneumothorax.  Although  biopsy  fragmen- 
tation was  commoner  with  the  suction  needle,  the  length  and 
volume  of  the  core  were  equivalent,  and  cytology  provided 
useful  additional  information  with  the  Menghini  technique. 
In  all  six  patients  for  whom  cytology  was  available  after 
staining  with  Papanicolau  and  Giemsa  stains,  evidence  of 
liver  disease  was  found,  with  necrotic  liver  cells,  variability 
of  nuclear  size,  and  excess  lymphocytes.  In  one  patient  with 
suspected  hepatoma  the  biopsy  was  negative,  while  the 
cytology  revealed  hepatoma  cells. 

Regarding  the  proper  screening  for  bleeding  tendency,  a 
history  of  bleeding  or  easy  bruising  must  be  considered. 
Standard  textbooks  require  that  the  PJ  not  be  prolonged 
more  than  3 sec.  and  that  the  platelet  count  be  above 
80,000;  mm.  In  reference  #32,  Dr.  Klaus  Ewe,  from 
Guttenburg  University  in  Mainz,  West  Germany,  per- 
formed liver  biopsies  with  a Menghini  aspirating  needle 
through  an  operating  laparoscope  in  200  patients.  They 
were  chosen  consecutively,  regardless  of  their  coagulation 
status,  and  the  group  represented  a spectrum  of  liver 
diseases  including  chronic  hepatitis,  cirrhosis,  and  cancer. 
Prebiopsy  determinations  consisted  of  the  whole  blood 
clotting  time,  platelet  counts,  and  prothrombin  time.  These 
were  compared  with  a “liver  bleeding  time”,  defined  as  the 
time  between  biopsy  and  disappearance  of  blood  from  saline 
washed  onto  the  liver  below  the  punction  site.  Events  were 
observed  through  the  laparoscope.  Only  four  patients  bled 
to  a degree  judged  to  require  compression,  and  these  did/to/ 
have  significant  clotting  abnormalities.  There  were  no 
correlations  between  the  liver  bleeding  time  and  any  of  the 
peripheral  clotting  tests,  the  histologic  diagnosis,  or  the 
length  of  the  biopsy  cylinder.  It  was  the  conclusion  of  this 
author  that  prebiopsy  studies  are  of  limited  value  in 
determining  complications  or  the  risk  of  bleeding. 

Let  us  talk  now  about  liver  biopsy  technique.  Several 
different  instruments  are  available,  each  with  its  own  tech- 
nique. fhe  general  principles  apply  to  all,  but  our  discussion 
of  the  percutaneous  intercostal  procedure  will  be  confined 
to  the  disposable  Jamshidi  (or  Menghini-type)  suction 
needle: 


a)  the  patient  lies  along  the  edge  of  the  bed,  with  his  right 
arm  behind  his  head,  which  is  turned  to  the  left. 

b)  a pillow  placed  firmly  along  the  left  side  of  the  body 
will  keep  it  horizontal. 

c)  the  liver  is  percussed  and  an  area  of  maximal  dullness 
located.  The  area  of  dullness,  usually  between  the  7th 
and  9th  intercostal  spaces,  is  marked  in  the  midaxil- 
lary  line,  or  between  this  line  and  the  anterior  axillary 
lilne,  and  then  the  skin  is  prepped  and  draped. 

d)  Using  a sterile  technique  the  skin  and  subcutaneous 
tissues  are  infiltrated  with  1%  xylocaine.  Switching 
from  a 25g  to  a 22g  needle,  the  anesthetic  is  injected 
from  the  skin  to  the  intercostal  muscles.  Usually  not 
more  than  5cc  of  xylocaine  is  needed. 

e)  a small  incision  is  then  made  using  the  point  of  a # 1 1 
scalpel  blade. 

f)  3cc  of  saline  are  drawn  up  into  the  biopsy  syringe. 

g)  the  biopsy  needle  is  then  inserted. 

h)  a “pop”  sensation  is  usually  felt  when  the  needle  enters 
the  peritoneal  space.  At  this  point  + 0.5cc  saline  is 
flushed  through  to  clear  the  needle  of  any  subcuta- 
neous tissue  and  intercostal  muscle. 

i)  suction  is  applied  by  pulling  back  the  plunger  several 
notches.  It  is  then  locked  into  position. 

j)  the  patient  is  asked  to  exhale  and  hold  his  breath.  The 
needle  is  then  rapidly  passed  into  the  liver  and  with- 
drawn in  a steady  manner,  usually  aiming  to  the 
xyphoid  process  and  slightly  anteriorly. 

k)  the  patient  is  allowed  to  resume  breathing  and  the 
specimen  is  slowly  ejected  into  a preservative  solution. 

l)  a bandaid  is  then  applied  to  the  incision  site,  and  the 
patient  is  asked  to  lie  on  his  right  side  for  2 hours,  and 
is  kept  on  bedrest  for  24  hours,  closely  monitoring  his 
vital  signs  each  1 5 min.  x 4,  q 30  m x 4,  q 1 hr  x 4,  q 2 hrs 
X 4,  and  then  every  4 hrs. 

Vital  signs  are  charted  and  nurses  are  instructed  to  notify 
us  immediately  for  any  abnormality  in  VS  or  presence  ol 
significant  pain.  The  patient  may  be  discharged  after  24 
hours  of  in-hospital  observation  if  stable.  Although  the 
most  critical  period  is  said  to  be  the  first  3 to  4 hours  after  the 
procedure,  late  complications  may  occur.  Hemobilia,  see 
reference  #26,  typically  presents  with  biliary  colic, 
bilirubinuria  or  clinical  jaundice,  and  gastrointestinal 
hemorrhage,  which  is  usually  evident  within  3 days  of  an 
apparently  uneventful  procedure.  Reference  #31  is  a case 
report  of  a patient  with  apparently  uneventful  biopsy, 
complicated  by  the  development  of  a pyogenic  liver  abscess 
that  required  laparotomy  one  month  after  the  procedure 
was  done.  Therefore  it  is  important  not  to  loose  track  of 
these  patients,  and  to  instruct  them  to  contact  you  at  ome  if 
any  abnormality  is  noted. 

The  complications  of  liver  biopsy  are  several,  ranging 
from  mild  local  pain  at  the  biopsy  site  to  death  from 
hemorrhage.  Reported  complications  include: 

1.  acute  transient  hypotension 

2.  shock  without  hemorrhage 

3.  local  pain  and  infection 

4.  bile  peritonitis 

5.  bilious  ascites  without  peritonitis 

6.  bile  pleuritis 

7.  bacteremia 
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8.  intrahepatic  abscess 

9.  hemobilia 

10.  intrahepatic  hematoma 

11.  pneumothorax 

12.  pneumoscrotum 

13.  arterio-venous  fistula 

14.  tumor  seeding 

15.  hemorrhage  into  the  peritoneum  and  pleura 

16.  and  puncture  of  the  intraabdominal  viscera 
Hemorrhage  from  the  liver  is  the  most  frequent  serious 

complication  and  the  chief  cause  of  death.  Most  cases  of 
fatal  hemorrhage  have  resulted  from  perforations  of 
distended  portal  or  hepatic  veins  or  aberrant  arteries.  In 
some  cases  a tear  of  the  liver  occurred  when  a patient 
breathed  deeply  during  intercostal  biopsy.  Rarely  a major 
vessel  outside  the  liver  is  cut  with  serious  consequences.  In 
all,  the  mortality  from  liver  biopsy  has  varied  from  about 
0.3%  in  earlier  studies  to  as  low  as  0.017%  in  later  European 
series.  Probably  the  better  selection  of  patients  and 
improved  instruments  and  technique  has  contributed  signi- 
ficantly to  this  decreased  mortality.  Still  even  by  adhering  to 
a strict  protocol  of  selection  and  technique,  bleeding  may- 
occur,  many  times  as  an  unpredictable  random  event.  Using 
Dr.  S.  Sherlock’s  words’ “500  biopsies  may  be  performed 
without  incident  only  for  the  501  to  be  complicated  by 
massive  intraperitoneal  hemorrhage  demanding  immediate 
treatment.” 

In  summary,  percutaneous  liver  biopsy  is  an  important 
diagnostic  tool  with  an  acceptable  low  mortality.  Indica- 
tions, contraindications,  technique  and  complications  were 
reviewed.  Because  this  procedure  may  be  potentially  fatal, 
and  because  of  its  small  morbidity  rate,  it  should  be 
performed  only  when  the  results  of  the  biopsy  are  likely  to 
contribute  to  the  future  management  of  the  patient.  As 
adequate  peripheral  coagulation  studies  cannot  insure 
against  the  risk  of  serious  bleeding,  probably  the  best 
protection  for  the  patient,  is  the  most  careful  consideration 
of  the  reasons  for  performing  the  procedure  in  the  first 
place. 
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A Revisit  To  An  Old  Sign  of 

Posterior  Fossa  Tumors 

R.  A.  Taboas-Pém.  M.D.* ** 

L.  Rivera-Reyes,  iVI.D.*» 

Abstract:  A posterior  fossa  tumor  should  be  considered 

in  the  differential  diagnosis  of  head  tilt.  We  present  3 such 
cases  that  were  initially  diagnosed  as  cervical  muscle  spasm 
and  eventually  a posterior  fossa  tumor  was  found. 

During  the  past  five  years  we  have  seen  four  cases  of 
posterior  fossa  tumors  presenting  with  the  classical 
sign  of  head  tilt.  We  have  been  truly  surprised,  and  on  the 
same  hand,  worried  that  such  a characteristic  and  visible 
sign  has  not  been  recognized  by  physicians  taking  care  of 
children. 

We  present  in  detail  three  of  those  four  cases  seen  at  the 
San  Juan  City  Hospital,  Pediatric  Department,  so  as  to  alert 
the  medical  community  to  the  early  recognition  of  this  sign 
and  its  correlation  with  posterior  fossa  pathology. 

Case  No.  I 

DRP,  a healthy  eight  year  old  girl  started  with  non- 
proyectile  vomiting  one  year  prior  to  hospitalization.  They 
were  usually  in  the  morning,  associated  to  dizziness  and  a 
fronto-retroorbital  headache.  Symptoms  were  on  and  off 
requiring  visits  to  various  physicians. 

One  month  prior  to  admission  she  developed  head  tilt  to 
the  right  and  frequent  falls,  sometimes  with  loss  of  con- 
sciousness. Due  to  the  head  tilt  she  was  referred  for  physical 
therapy  to  the  Crippled  Children  Clinics.  She  was  found  to 
have  bilateral  papilledema  and  was  then  referred  to  our 
hospital.  There  was  no  history  of  seizures,  behavioral 
changes  nor  speech  disorder. 

On  physical  examination  her  blood  pressure  (BP)  was 
60/44  mm  Hg,  HR-1 10/ min.,  RR-20/min.,  T-37°F,  and 
H.C.  54  cms.  The  patient  was  alert,  active,  cooperative  and 
with  a normal  general  physical  examination.  On 
Neurological  examination  she  showed  head  tilt  to  the  right, 
bilateral  papilledema  and  nystagmus  on  right  lateral  gaze. 
No  truncal  nor  appendicular  ataxia  was  present.  Muscle 
strength  was  normal  with  good  tone.  No  sensory  deficit  was 

* From  the  Section  of  Neurology,  Department  of  Medicine,  University 
District  Hospital  (Drs.  Tahoas-  Pérez  and  Rivera  Reyes) 

** From  the  Division  of  Pediatric  and  Adolescent  Neurology,  San  Juan 
City  Hospital. 

Presented  in  part  at  the  19th.  Annual  Meeting  of  the  Section  of  Psychia- 
try, Neurology  and  Neurosurgery,  Medical  Association  of  Puerto  Rico, 
San  Juan,  Puerto  Rico,  October  1983. 
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identified.  A slight  hyperreflexia  of  lower  extremities  and  a 
left  Chaddock  reflex  was  observed. 

Skull  series  revealed  split  coronal  sutures.  Computerized 
cerebral  tomography  (CT)  disclosed  hydrocephalus  and  a 
fourth  ventricular  mass.  The  electroencephalogram  (EEC) 
presented  generalized  slow  activity  and  in  posterior  area 
showed  slower  and  higher  voltage  than  expected  for  her  age. 

She  was  operated  and  a ventriculo-peritoneal  (VP)  shunt 
was  implanted.  A cerebellar  astrocytoma  grade  II  was 
found.  The  patient  died  on  the  second  post-operative  day  of 
cardiorespiratory  failure  secondary  to  an  intracerebral 
hemorrhage. 

Case  No.  II 

EPC  was  a healthy  three  year  old  boy  who  one  morning  a 
year  prior  to  admission,  woke  up  with  his  head  tilted  to  the 
left  and  unable  to  open  his  right  eye.  He  also  complained  of  a 
constant  headache  in  the  right  post-auricular  area. 
Analgesics  and  massages  were  prescribed  for  the  head  tilt. 
Despite  treatment  his  complaints  continued  without  impro- 
vement. Six  to  seven  months  later  a pediatrician  in  one  of 
our  local  health  centers,  examined  the  boy  and  noticed  a 
right  peripheral  seventh  nerve  palsy  and  referred  the  child  to 
us  for  evaluation. 

On  physical  examination  his  BP  was  70/30  mm  Hg,  H.R. 
100/ min.,  temperature  98°  F and  H.C.  51  cms.  General 
physical  examination  was  normal. 

The  neurologic  examination  revealed  an  alert,  but 
somewhat  fussy  child.  There  was  bilateral  papilledema, 
bilateral  abducens  palsy  and  reduced  upward  gaze.  There 
was  flattening  of  the  left  nasolabial  fold,  an  a widened  left 
palpebral  fissure.  Other  cranial  nerves  were  normal.  An 
ataxic  gait  was  noted  with  truncal  and  appendicular  ataxia. 
No  sensory  deficits  were  identified.  There  was  bilateral 
ankle  clonus  and  bilateral  knee  hyperreflexia.  There  was  no 
weakness  nor  neurocutaneous  signs. 

The  patient  was  subjected  to  carotid  and  vertebral 
angiograms,  and  ventriculogram  all  of  which  were  inter- 
preted as  normal.  No  diagnosis  was  established  and  a 
brainstem  glioma  was  suspected  by  one  group  of  physicians 
and  a posterior  fossa,  cerebellar  tumor,  by  another.  The 
patient  started  vomiting  and  with  staring  spells  without  loss 
of  muscle  tone,  incontinence  nor  automatisms.  He  had  lost 
nine  pounds  since  onset  of  symptoms.  Radiotherapy  was 
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proposed,  but  parents  refused  and  following  their  physi- 
cian’s advice  the  patient  was  transferred  to  a hospital  in  the 
mainland.  There  was  no  CT  scanner  available  in  Puerto 
Rico  at  the  time. 

On  admission  to  a hospitál  in  the  mainland,  basic  labor- 
atories were  normal.  The  skull  series  showed  split  sutures. 
The  Brain  Scan  presented  increased  uptake  in  the  right 
cerebellar  area.  A massive  ventricular  dilatation  and  a right 
cerebellar  cystic  lesion  with  a small  mural  nodule  was  found 
in  the  EMI  Scan.  (Fig.  1)  The  arteriogram  revealed  marked 
dilatation  of  lateral  ventricles,  a mass  lesion  in  the  inferior 
vermis  and  fourth  ventricle,  and  signs  of  tonsilar  herniation. 

The  patient  was  subjected  to  a pósterior  fossa  cra- 
niectomy and  cyst  drainage.  The  neuropathologic  report 
was  compatible  with  an  astrocytoma  grade  11.  The  child,  5 
years  post  follow-up,  is  happy,  healthy  second-grader  that 
still  has  his  head  tilted  to  the  left. 


Figure  1 

Figure  1.  Cerebral  tomogram  demonstrating  ventricular  dilatation  and 
cerebellar  cystic  lesion. 

Case  No.  Ill 

PFN,  a five  old  boy  was  doing  well  until  two  months  prior 
to  admission  when  he  developed  head  tilt  to  the  left  and 
headaches.  These  headaches  were  constant,  bifrontal  and 
parieto-vertex  localization,  aggravated  by  changes  in  head 
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position,  and  by  straining.  They  were  more  intense  in  the 
morning.  He  also  showed  irritability  and  had  no  desire  to 
play.  The  patient  was  seen  by  a physician  who  treated  him 
with  analgesics  and  muscle  relaxants  withouot  improve- 
ment. He  was  brought  to  our  emergency  room  slightly 
flexing  his  right  elbow  and  dragging  his  right  foot.  A weight 
loss  of  ten  pounds  since  onset  of  symptoms  was  evident. 

On  physical  examination  his  BP  was  80/50  mm  Hg,  HR- 
100  min.,  RR-24/min.  and  H.C.  55  cms. 

He  was  an  alert,  tearful,  scared  boy,  in  no  acute  distress 
but  with  his  head  tilted  to  the  left.  Spasm  of  the  left  sterno- 
cleidomastoid muscle  was  noted.  He  had  bilateral  papille- 
dema, a partial  left  abducens  nerve  palsy,  a decreased  right 
corneal  reflex  and  flattening  of  the  right  nasolabial  fold  and 
decreased  strength  of  the  right  frontalis.  There  was  no 
dysmetria  nor  truncal  ataxia.  He  walked  dragging  his  right 
foot  and  there  was  drifting  of  the  right  arm.  Muscle  tone  was 
normal.  No  fasciculations  were  seen.  There  was  no  sensory 
impairment.  Deep  tendon  reflexes  were  hypoactive.  There 
was  a minimal  right  grasp  reflex. 

The  CT  scan  showed  a huge,  mostly  intraventricular 
lesion  that  enhanced  with  contrast,  marked  dilatation  of  the 
ventricular  system,  and  a posterior  fossa  lesion  affecting  the 
fourth  ventricle.  (Fig.  2)  A VP  shunt  was  placed  on  the 
second  day  of  admission.  The  patient  underwent  a sub- 
occipital  craniectomy  and  a huge  mass  was  found  in  the 
right  lateral  ventricle.  Gross  appearance  was  that  of  an 
ependymoma. 


Figure  2 

Figure  2.  Cerebral  tomogram  demonstrating  a right  ventricular  lesion  with 
extension  to  the  fourth  ventricle. 

Discussion 

The  three  cases  presented  above  showed  head  tilt  as  part 
of  their  chief  complaint  (Table  I).  This  sign  was  initially 
confused  with  muscle  spasm  and  not  as  a presenting  sign  for 
posterior  fossa  pathology.  This  article  is  directed  to  the 
proper  evaluation  of  this  stage  in  the  evolution  of  posterior 
fossa  tumors. 

The  first  step  in  the  evaluation  of  this  condition  is  to  be 
acquainted  with  the  differential  diagnosis  of  head  tilt  in 
children. 
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TABLE  I 
Case  Summaries 


Head  Till:  A Revisit  To  An  Old  Si^n  oj  Posterior  Fossa  Tumors 


1 (DRP) 

2 (EPC) 

3 (PFN) 

Initial  diagnosis 

Muscle  spasm 

Muscle  spasm 

Muscle  spasm 

Final  diagnosis 

Cerebellar  astrocytoma 

Cerebellar  astrocytoma 

Ependymoma  of  lateral 
ventricle;  metastasis 
to  posterior  fossa 

Time  from  onset  of 
symptom  to  final 
diagnosis 

One  year 

6-7  months 

Two  months 

Presenting  complaint 

1.  Head  tilt 

2.  Bilateral  papilledema 

3.  Gait  disturbance 

1.  Head  tilt 

2.  Unable  to  open  his 
eye 

1.  Head  tilt 

2.  Headaches 

This  condition  has  been  divided  into  two  major  groups; 
congenital  or  acquired. 

Congenital  head  tilt,  or  wry-neck  may  be  secondary  to 
trauma  during  delivery,  although  it  has  also  been  observed 
at  cesarean  section.  It  may  also  be  present  secondary  to 
anoxic-ischemic  encephalopathies,  Klippel-Feil  Syndrome 
and  fractures  of  cervical  vertebrae.' 

In  contrast,  the  acquired  form  of  head  tilt  presents  a 
broader  differential  diagnosis.  H.  W.  Horngold  was  among 
the  first  authors  to  write  about  head  tilt.^  He  identified  seven 
possible  etiologies,  namely:  postural  torticollis,  secondary 
to  otitis  media,  ocular,  allergic,  secondary  to  muscle  injury, 
cervical  adenitis,  and  cervical  subluxation.  It  is  striking  that 
no  reference  to  posterior  fossa  tumors  was  present  in  this 
article.  In  more  recent  papers  the  differential  diagnosis  of 
head  tilt  has  included  hiatal  hernia,^  familial  forms,"*  and 
syringomyelia. 5 Banner  and  Bergstrom"’  presented  four 
cases  of  benign  paroxysmal  torticollis  in  infancy  that  may 
present  a diagnostic  problem  in  the  first  attack  since  in  some 
cases  the  onset  was  accompanied  by  distress,  vomiting, 
paroxysmal,  and  intention  tremor  (Table  II). 

TABLE  II 

Main  Clinical  Features  of  Benign  Paroxysmal  Torticollis 

1 . Paroxysmal  occurrence  of  head-tilting  and-retraction 

2.  Often  lateral  curvature  of  thorax 

3.  Sometimes  extensor  pattern  of  one  leg 

4.  Usually  more  abnormal  posture  in  supine  and  upright 
positions 

5.  Sometimes  distress  and  abnormal  rolling  of  the  eyes 
at  onset  of  attacks 

6.  Regular  periodicity  of  attacks  for  a long  time 

7.  Duration  of  attacks;  hours-days 

8.  Onset  within  the  first  year  of  life 

9.  Recovery  from  one  year  to  five  years  of  age 

10.  Female  preponderance? 


Sanner  and  Bergstrom,  Benign  Paroxysmal  Torticollis  in  Infancy.  Acta 
Paediatr.  Scand  68:  219-223,  1979. 

Head  tilt  has  also  been  attributed  to  hysterical  conversion 
and  as  a side  effect  to  phenothiazides  or  metroclopramide.^ 
There  is  some  controversy  about  the  usage  of  the  terms 
head  tilt  and  torticollis.  According  to  Willis  et  aP  and 


Adams  et  al,’  the  term  torticollis  implies  a disorder  of  the 
extrapyramidal  system  and  is  to  be  considered  a localized 
form  of  dystonia.  Adams  and  Victor’  especifically  use  the 
term  head  tilt  to  the  change  in  head  position  associated  to 
posterior  fossa  turmors.  It  is  our  opinion  that  this  differen- 
tiation should  be  followed  and  that  the  interchangeable  use 
of  both  terms  be  discouraged. 

As  can  be  appreciated  the  differential  diagnosis  of  head 
tilt  is  varied  and  extensive,  but  is  not  justified  to  miss  a 
diagnosis  of  posterior  fossa  tumor  once  a thorough  history 
and  complete  physical  and  neurologic  examination  is 
performed.  As  summarized  by  Weiner,  Bresnan,  and 
Levitt"  any  history  in  children  of  persistent  headaches, 
vomiting,  personality  changes,  such  a listlessness,  inatten- 
tiveness, distractability  and  memory  impairment;  along 
with  evidence  of  ataxia,  papilledema,  hydrocephalus, 
diplopia,  stiff  neck,  head  tilt,  pyramidal  tract  signs  or 
cranial  nerve  palsies  should  be  considered  as  evidence  of 
posterior  fossa  tumor  until  proven  otherwise  (Table  HI). 
Specifically,  in  this  three  patients  the  head  tilt  was  initially 
atributed  to  muscle  spasm. 

TABLE  III 

Signs  and  Symptoms  to  Consider  Posterior  Fossa  Tumor 

1.  Persistent  headaches 

2.  Ataxia  and  gait  difficulties 

3.  Vomiting 

4.  Papilledema 

5.  Hydrocephalus 

6.  Diplopia 

7.  Stiff  neck,  head  tilt 

8.  Personality  changes 

9.  Cranial  nerve  palsies 

Adapted  from  Pediatric  Neurology  for  the  House  Officer  2nd.  Edition 
1982,  Weiner,  Bresnan  and  Levitt. 

Several  mechanism  have  been  postulated  as  an  explana- 
tion of  head  tilt  in  posterior  fossa  tumors.  The  most  favored 
mechanism  is  that  it  is  a way  of  reducing  pressure  to  the 
brainstem  produced  by  cerebellar  herniation.  This  is  why 
the  occiput  tilts  back  and  away  from  the  side  of  the  tumor.’ 
Another  proposed  mechanism  is  that  there  may  be  damage 
to  cranial  nerve  IV  (Trochlear)  with  subsequent  extorsion 
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and  rotation  of  the  eye.  This  is  corrected  by  head  tilt  and 
compensation  of  subsequent  diplopia.  Therefore,  any 
diagnosis  of  strabismus  as  a cause  of  head  tilt  should 
consider  a posterior  fossa  tumor. 

To  conclude,  head  tilt  is  a classical  sign  of  a posterior 
fossa  tumor  and  requires  appropriate  evaluation  before 
other  diagnosis  are  entertained. 

Neoplasms  are  a real  threat  in  infancy  and  childhood.  If  it 
is  considered  that  primary  intracraneal  neoplasms  are  the 
second  most  common  neoplasms  of  infancy  and  childhood, 
exceeded  only  by  the  leukemias,  and  that  70%  of  these 
tumors  are  infratentorial,  our  emphasis  of  early  recognition 
of  head  tilt  as  a sign  of  posterior  fossa  tumor  is  justified. 

Resumen:  En  el  diagnóstico  diferencial  de  inclinación 

de  cabeza  en  niños  se  debe  considerar  un  tumor  de  fosa  pos- 
terior. Presentamos  tres  (3)  casos  de  niños  que  se  le  diagnos- 
ticó inicialmente  espasmo  muscular  cervical  y eventual- 
mente se  demostró  un  tumor  de  fosa  posterior. 
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PSIQUIATRIA  GENERAL  A NIVEL  PRIMARIO 

Factores  Psicosociales  que  Afectan  la 
Relación  Médico  Paciente:  Implicaciones 

J.A.  Nufic'í-Lópei,  M.D.,  F.A.P.A.* 


La  psiquiatría  clínica  depende  primordialmente  de  una 
observación  y comunicación  objetiva  y efectiva,  ya  que 
el  resultado  del  tratamiento  está  más  directamente  relacio- 
nado al  uso  del  terapista  mismo  (la  relación  que  se  esta- 
blezca) como  el  principal  instrumento  terapéutico  per  se. 

La  observación  y la  comunicación  son  capacidades 
humanas  básicas,  necesarias  para  la  supervivencia.  El 
bloqueo  o limitación  de  éstas  produce  usualmente  gran 
ansiedad.  Es  de  esperarse  que  todos  consciente  o inconscien- 
temente tratemos  de  mejorarnos  en  estas  áreas  de  conducta 
humana. 

En  Medicina  General  la  toma  del  historial  y el  conseguir 
que  el  paciente  lleve  a cabo  el  tratamiento  recomendado, 
depende  directamente  de  la  capacidad  del  médico  para 
observar  y comunicarse  efectivamente.  El  éxito  de  su 
intervención  y por  ende  de  su  práctica,  está  íntimamente 
relacionado  con  su  nivel  de  desarrollo  de  estas  dos 
habilidades.  El  refuerzo  para  mejorar  es  claro.  Sin  embargo 
con  frecuencia  la  observación  y comunicación  en  el  médico 
se  afecta  por  factores  fuera  de  su  control.  Entre  estos 
factores  está  el  que  conocemos  como  contratransferencia  y 
nuestros  prejuicios,  valores  y actitudes. 

Contratransferencia  es  un  término  psicoanalítico  que  se 
utiliza  para  describir  los  efectos  que  tienen  las  necesidades  y 
los  conflictos  inconscientes  del  terapista  en  su  propio  enten- 
dimiento y en  su  técnica  psicoterapéutica.  Para  efectos 
I prácticos  es  la  transferencia  del  terapista  hacia  el  paciente  de 
sentimientos,  prejuicios,  actitudes,  valores  o el  uso  cons- 
ciente del  paciente  para  llenar  necesidades  psicológicas  del 
médico. 

¿Qué  quiere  decir  esto  a nivel  de  la  relación  médico- 
paciente?  Básicamente  que  nuestra  capacidad  de  observa- 
ción y comunicación  objetiva  puede  afectarse  por  el  grado 
que  transferimos  hacia  el  paciente  nuestros  conflictos  y 
necesidades,  ejemplos  clásicos  de  contratransferencia  son  la 
tendencia  a subdiagnosticar  cuando  atendemos  a un  colega 
con  el  cual  nos  sentimos  identificados  o los  sentimientos  de 
1 culpa  irreales  que  a veces  desarrollamos  al  no  poder  evitar  la 
1 muerte  de  un  paciente  que  obviamente  no  tenía  oportuni- 
dades de  sobrevivir. 

I Sin  embargo,  con  mucha  más  frecuencia  nuestra  relación 
¡ médico-paciente  se  afecta  por  nuestros  prejuicios,  valores  y 
I actitudes  ¿cuáles  podrían  ser  ejemplos  de  factores  psicoso- 
; cíales  que  al  afectar  la  relación  médico-paciente  limite  a su 
i vez  la  capacidad  terapéutica  del  médico? 


* CaireJráiico  Auxiliar.  Deparlamento  Je  MeJieina.  Programa  Je 
ResiJeneia  MeJicina  Interna  Genera!,  Recinto  Je  Ciencia.')  MéJica.s, 
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Actitudes  y valores  asociados  a nuestro  nivel  socioeco- 
nómico puede  limitarnos  en  la  atención  adecuada  de  la 
clientela  de  clase  pobre.  ¿Cómo?  Nuestro  aprecio  por  el 
individualismo  y productividad  puede  impedir  que 
podamos  fijar  nuestra  atención  y dedicar  el  tiempo  nece- 
sario a un  paciente  que  viene  de  un  ambiente  donde  el 
bienestar  social  y la  dependencia  es  el  modo  aceptado  para 
sobrevivir.  Esa  persona  de  nivel  socio-cultural  bajo,  tam- 
bién se  enferma  física  y emocionalmente.  No  todo  es  el 
resultado  de  la  llamada  vagancia  y dejadez.  ¿Cuántas  veces, 
no  hemos  visto,  en  nosotros  y los  compañeros  el  cambio 
súbito  de  actitud  al  saber  que  el  paciente  joven  que  tenemos 
ante  nosotros  recibe  seguro  social?  Podemos  y debemos  no 
permitir  que  información  de  esta  naturaleza  cambie  nuestra 
capacidad  de  comunicarnos  en  un  nivel  de  confianza  y 
respeto  con  estas  personas. 

Nuestra  capacidad  de  valorizar  objetivamente  la  sintoma- 
tología  del  paciente  se  afecta  en  la  medida  que  permitamos 
nuestros  prejuicios  y valores  distorsionen  nuestra  relación 
médico-paciente. 

La  pérdida  de  valorización  objetiva  de  sintomatología  es 
causa  frecuente  de  la  no  identificación  de  problemas  psico- 
lógicos, el  retraso  en  la  identificación  de  problemas  físicos  y 
la  no  aceptación  del  tratamiento  por  el  paciente. 

Sin  embargo,  en  estos  casos  la  descontinuación  del  trata- 
miento por  el  paciente,  frecuentemente  sólo  logra,  que  el 
médico  prejuiciado  confirme  que  su  posición  original  era 
correcta. 

Nuestra  sobre-estima  por  la  capacidad  intelectual  puede 
hacer  que  desarrollemos  una  actividad  depreciativa  por  el 
paciente  con  limitación  intelectual.  Esta  actitud  no  sólo  nos 
hará  ciegos  a las  capacidades  de  esta  persona,  sino  que  nos 
puede  hacer  concluir  prematuramente  que  no  hay  mucho 
que  hacer.  Es  precisamente  en  estos  casos,  que  después  de 
todo  no  son  tantos,  que  tenemos  que  demostrar  nuestras 
mejores  habilidades  clínicas.  Sin  embargo,  todos  hemos 
visto  la  sonrisa  un  poco  despreciativa  y hasta  a veces  cínica 
de  algunos  compañeros  cuando  saben  o descubren  una 
obvia  limitación  intelectual  en  un  paciente.  Son  éstos  los 
pacientes  que  más  requieren  una  actitud  de  calma,  tole- 
rancia y siempre  esperanza,  que  ellos  sí  tienen  problemas  y 
pueden  identificarlos  a su  nivel.  Da  tanta  satisfacción 
descubrir  el  ser  humano  sencillo,  honesto,  abierto  que  se 
encuentra  detrás  del  paciente  que  tartamudea,  habla  muy 
bajito  o contesta  en  monosílabos  mirando  al  piso.  Sólo 
necesitamos  tratar  y así  evitar  que  nos  pongamos  unas  metas 
muy  por  debajo  de  la  capacidad  del  paciente,  lo  cual  a veces 
puede  limitar  significativamente  las  posibilidades  de  rehabi- 
litación del  mismo. 
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La  necesidad  en  muchos  de  nosotros  de  tener  el  control 
completo  de  toda  situación,  todo  el  tiempo;  nos  puede  hacer 
reaccionar  inapropiadamente  al  paciente  que  cuestiona 
nuestras  recomendaciones  o simplemente  nos  pregunta  con- 
sistentemente sobre  el  tratamiento  y prognosis.  En 
ocasiones  estos  pacientes  al  hacernos  sentir  inseguros,  nos 
hacen  asumir  una  actitud  formal,  grave  y distanciada  que 
limita  la  comunicación  al  impedirnos  ver  más  allá  de  las 
preguntas  del  paciente.  Esta  limitación  afecta  nuestra  capa- 
cidad para  estimular  la  comunicación  de  parte  del  paciente 
con  la  consecuente  pérdida  de  información  valiosa  que 
puede  prolongar  el  proceso  de  diagnóstico,  aumentar  el 
costo  de  intervención  y reducir  la  posibilidad  de  que  el 
paciente  siga  nuestras  instrucciones. 

El  que  recibamos  gran  parte  de  nuestro  adiestramiento  en 
hospitales  donde  atendemos  unas  personas  que  se  les 
infantiliza  quitándoles  la  ropa,  limitándoles  sus  relaciones  a 
los  del  mismo  sexo,  obligándoles  a quedarse  en  cama  y a 
seguir  instrucciones  sin  cuestionarlas;  nos  hace  a veces 
transferir  una  actitud  paternal  a nuestros  pacientes  ambula- 
torios. Detrás  de  esta  actitud  está  el  consejo  prematuro  no 
solicitado;  Ej.  No  puedes  hacer  esto  y lo  otro,  sin  preguntar 
primero  por  qué  lo  sigue  haciendo  o qué  le  motiva  a hacerlo. 
O peor  aún,  indicar  “cójalo  suave”,  “no  me  va  a salir  de  la 
casa,  con  el  propósito  de  limitar  actividad  física  sin  explorar 
qué  significa  para  el  paciente  cogerlo  suave  o dejar  de  salir 
de  su  casa.  Igualmente  podremos  sub-estimar  la  capacidad 
del  paciente  para  asumir  responsabilidad  asignándole  ésta  a 
los  familiares  así  retrasando  y en  algunos  casos  eliminando, 
la  posibilidad  de  rehabilitación. 

En  el  inicio  de  nuestras  carreras  profesionales  nuestros 
deseos  de  poder  dominar  lo  antes  posible  los  conocimientos 
de  fisiopatología,  diagnóstico  y tratamiento  de  condiciones 
“puramente”  médicas  puede  ser  tan  intenso  que  nos  bloquee 
la  aceptación  de  los  factores  psicosociales  determinando  la 
condición  del  paciente,  o peor  que  rechacemos  de  plano 
manejar  los  mismos.  Esta  actitud  nos  puede  hacer  referir 
prematuramente  el  caso  a otro  especialista,  con  el  conse- 
cuente daño  a la  autoestima  del  paciente  o negar  la  exis- 
tencia de  estos  factores  haciendo  la  intervención  excesiva- 
mente larga  y costosa.  Este  retraso  al  hacer  perder  tiempo 
valioso  propicia  el  que  surjan  complicaciones  de  la  interac- 
ción de  factores  psicosociales  y eliminan  la  posibilidad  de 
una  intervención  simple  y efectiva.  Un  posible  caso  es  el 
paciente  que  sufre  de  dolor  de  cabeza  ocasional,  al  cual  le 
aumenta  la  intensidad  del  mismo,  al  frustrársele  temporera- 
mente la  posibilidad  de  llenar  sus  demandas  de  excelencia  en 
su  trabajo.  Son  obvias  las  implicaciones  en  término  de  costo 
de  intervención,  costo  Social  y posibles  complicaciones  que 
surgirían  de  no  identificar  a tiempo  los  factores 
psicosociales  determinando  la  sintomatologia  de  este 
paciente. 

Nuestro  aprecio  por  la  tecnología  y la  data  científica 
exacta  puede  reducir  nuestra  tolerancia  a la  ambigüedad  o a 
la  multicausalidad,  haciendo  que  prematuramente  nos 
cerremos  a la  posibilidad  de  examinar  el  sistema  de  interac- 
ciones en  que  vive  el  paciente.  Esto  nos  limita  en  nuestra 
capacidad  de  identificar  los  factores  más  determinantes  en 
un  momento  dado  de  la  condición  del  paciente.  En  otros 
casos,  nos  podría  inducir  a un  referido  prematuro  a otro 
colega,  quien  pasará  de  nuevo  por  el  mismo  proceso. 


aumentando  así  innecesariamente  el  costo  social  y 
económico  de  nuestra  intervención. 

El  hecho  de  que  a través  de  nuestro  adiestramiento  nos 
midan  principalmente  por  nuestra  capacidad  para  el  manejo 
de  casos  complejos  moribundos,  que  exigen  a veces  medidas 
heróicas  nos  pueden  inclinar  a no  reconocer  la  complejidad 
del  caso  simple.  De  esta  forma,  quizás  con  frecuencia 
manejamos  muy  superficialmente  pacientes  con  condiciones 
en  sus  inicios,  que  de  lograr  una  relación  médico-paciente 
exitosa,  podría  evitarse  se  continuase  complicando  hasta 
que  se  convierta  en  un  caso  “bueno  de  verdad”.  ¿Cuántos 
factores  entraron  en  juego  para  determinar  el  inicio  del 
primer  episodio  de  hipertensión  médicamente  detectable  en 
la  paciente  qqe  le  respondió  rápidamente  al  uso  de  sólo 
diuréticos?  ¿Qué  aprendió  la  paciente  sobre  estos  factores  a 
través  de  su  intervención?  ¿Regresará  la  paciente  nueva- 
mente a donde  usted,  cuando  factores  similares  entren  en 
juego,  para  así  controlar  en  forma  temprana  el  efecto  de  los 
mismos  en  su  presión  arterial? 

Nuestra  intolerancia  con  padres  dictatoriales,  rígidos,  nos 
puede  impedir  bregar  efectivamepte  con  los  mismos,  siendo 
sin  embargo,  ellos  los  que  quizás  más  determinen  la  con- 
ducta del  adolescente  que  estamos  tratando.  El  no  poder 
ayudar  a los  padres  del  paciente  adolescente  podría  en 
algunos  casos  prolongar  innecesariamente  nuestra  interven- 
ción, en  otros,  aumentar  los  conflictos  en  la  familia  y 
provocar  el  rechazo  de  toda  intervención  médica.  Este 
rechazo  al  retasar  la  búsqueda  de  ayuda  al  adolescente 
podría  resultar  fatal  en  el  paciente  deprimido  o en  aquél  que 
está  desplazando  hacia  conducta  auto-destructiva,  su 
incapacidad  para  bregar  con  los  conflictos  de  su  familia. 


Nuestra  poca  tolerancia  a aceptar  que  no  hemos  sido  efec- 
tivos, ya  que  esto  significa  el  fracaso,  puede  aumentar 
nuestra  ansiedad  ante  un  paciente  que  nos  dice  que  sigue 
igual  o peor;  a un  nivel  tal,  que  bloquee  nuestra  objetividad. 
De  esta  forma  limitar  nuestro  juicio  clínico  y aumentar  las 
posibilidades  de  que  el  paciente  siga  igual  o peor.  Tenemos 
que  estar  conscientes  de  los  signos  de  ansiedad  en  nosotros  y 
usarlos  a nuestro  favor  para  mantenernos  abiertos,  obje- 
tivos, no  importa  la  crítica  que  recibamos  del  paciente. 

Nuestro  aprecio  excesivo  por  productividad  por  unidad 
de  tiempo  puede  empujarnos  a rechazar  a aquel  paciente  que 
nos  rompe  el  ritmo  de  trabajo  que  hemos  tenido  con  los 
cuatro  o cinco  pacientes  previos  al  mismo.  Es  importante 
identificar  temprano  ese  sentido  de  malestar  cuando  el 
paciente  que  tenemos  al  frente  nos  “ha  dañado  el  día”.  Esta 
identificación  podría  evitar  que  tratemos  de  hacer  diagnós- 
tico con  poca  información,  dependamos  excesivamente  de 
pruebas  de  laboratorio  y que  se  interrumpa  prematura- 
mente la  relación  médico-paciente. 

Nuestro  aprecio  por  la  limpieza  en  nosotros  mismos 
puede  causar  un  nivel  de  intolerancia  a las  personas  no  muy 
limpias  y descuidadas  en  el  vestir  que  induzca  a acelerar  el 
manejo  del  examen  con  la  consecuente  pérdida  de  data- 
clínica  y la  no  identificación  de  problemas  de  salud  en  el 
paciente. 

Hemos  traído  una  serie  de  ejemplos  de  actitudes,  prejui- 
cios que  pueden  afectar  la  relación  médico-paciente 
directamente  o en  algunos  casos  posiblemente  facilitar  el 
desarrollo  de  contratransferencia. 
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¿Cómo  podríamos  identificar  en  forma  temprana  el  que 
estos  factores  estén  actuando? 

La  sensibilidad  para  notar  pequeños  cambios  en  nuestro 
estado  de  ánimo  y actitud  hacia  el  trabajo  que  se  está 
llevando  a cabo,  es  esencial  para  hacernos  conscientes  a 
tiempo  de  la  posibilidad  que  estemos  reaccionando  inapro- 
piadamente a la  presencia  de  un  paciente.  Es  obvio  que 
estados  de  ánimo  extremos,  no  relacionados  con  el  trabajo, 
aumenta  significativamente  la  posibilidad  de  reacciones 
inapropiadas  ante  un  paciente.  Muchos  colegas  que  sufren 
de  estos  cambios  ocasionalmente,  prefieren  no  ver  sus 
pacientes  bajo  un  intenso  estado  emocional  a manejarlos 
inadecuadamente. 

Las  pequeñas  diferencias  con  que  reaccionamos  a los 
nombres  de  los  pacientes  que  atendemos  durante  el  día  nos 
puede  hacer  conscientes  de  posibles  sentimientos  negativos 
hacia  algunos  de  dichos  pacientes.  Nuestra  reacción  correc- 
tiva debe  ser,  ver  estos  pacientes  bajo  un  mínimo  de  presión 
y dedicarles  más  tiempo  de  lo  usual. 

La  diferencia  con  que  saludamos  al  grupo  de  pacientes  en 
la  sala  de  espera  puede  también  ser  un  indicador  de  nivel  de 
aceptación  o rechazo  que  tengamos  hacia  nuestros 
pacientes. 

El  tratar  de  planificar  con  más  intensidad  que  con  los 
otros  pacientes  la  disposición  rápida  y el  tratamiento  que 
ofreceremos  a un  paciente  en  particular,  puede  indicar  que 
estamos  tratando  de  reducir  contacto  con  el  mismo.  El 
realizar  estamos  haciendo  este  esfuerzo  particular,  por  lo 
menos  debe  estimularnos  a preguntarnos  ¿por  qué? 

Cambios  en  la  rutina  mínima  que  incluimos  en  el  examen 
físico,  ya  sea  en  el  tiempo,  las  áreas  o la  forma  de  examen  sin 
razón  aparente  debe  hacernos  pensar,  quizás  estamos  tra- 
tando de  evitar  contacto  físico  con  el  paciente  o de  alguna 
forma  nos  desagrada  la  presencia  del  mismo.  De  lograr 
conciencia,  hemos  hecho  un  examen  incompleto  por  la 
razón  arriba  indicada,  después  de  haber  terminado  la  inter- 
vención, lo  menos  que  podemos  hacer  es  anotar  en  el  récord, 
que  re-evaluaremos  en  más  detalles  las  áreas  super- 
ficialmente estudiadas.  Y ofrecerle  a este  paciente  la  primera 
cita  disponible  en  nuestro  calendario. 

Bostezos,  somnolencia  o dificultad  en  concentrar  en  la 
toma  de  historial,  puede  ser  evidencia  de  que  el  paciente  esté 
involuntariamente  reviviendo  en  nosotros  conflictos  incons- 
cientes o al  menos  causándonos  ansiedad  que  podría  inter- 
ferir en  el  trabajo  clínico.  En  este  caso,  tomar  un  breve 
descanso,  discutir  el  caso  con  un  colega  o reflexionar  sobre 
una  taza  de  café  nos  podría  ayudar  a reducir  nuestra 
reacción  emocional. 


I'ai  liires  P.'.n  o.MH  Íak'.s  que  A/eclun  la  Relación  Méilieo  Paeienle:  hni>luaiions 

Posiblemente  existe  contratransferencia  a un  nivel  que 
afecte  nuestra  relación  con  el  paciente  si  descubrimos  que 
estamos  citando  un  paciente  en  particular  para  una  fecha 
muy  distante  comparado  con  otros  pacientes  de  condiciones 
similares.  Esta  es  una  forma  clara  de  decir  que  no  queremos 
verlo  por  mucho  tiempo. 

TABLA  I 

Conducta  en  el  Médico  que  Puede  Indicar 
la  Presencia  de  Factores  Psicosociales  que 
estén  Afectando  la  Relación  Médico  Paciente 

• Cambios  en  estado  de  ánimo  y actitud  hacia  el  trabajo. 

• Diferencias  en  las  reacciones  hacia  el  listado  de  pacientes 
a ser  atendidos. 

• Diferencias  en  el  saludo,  o acercamiento  inicial  a los 
pacientes. 

• Diferencias  en  grado  de  planificación  de  intervención 
previa  al  contacto  con  el  paciente. 

• Cambio  en  la  rutina  de  intervención  y/  o el  examen  físico 
sin  justificación  aparente. 

• Cambios  en  el  nivel  de  concentración  en  toma  de  historial. 

• Reducción  injustificada  de  frecuencia  de  citas. 

El  que  descubramos  que  estamos  tomando  una  medida  de 
esta  naturaleza  debe  motivarnos  a discutir  el  caso  con  otro 
miembro  del  equipo  de  salud  o citar  el  paciente  para  una 
reevaluación  de  su  condición. 

Hemos  mencionado  algunos  de  los  indicadores  tempra- 
nos de  la  posible  existencia  de  factores  psicosociales  que 
afecten  nuestra  relación  con  los  pacientes.  Es  fundamental 
para  el  continuo  mejoramiento  del  médico  clínico  el  que  se 
mantenga  alerta  todo  el  tiempo  al  autoexamen  de 
sentimientos,  pensamientos  y conducta  asociada  a la 
relación  médico-paciente.  Así  mismo  debe  hacer  un  esfuerzo 
por  tratar  de  determinar  todo  el  tiempo  hasta  dónde  sus 
problemas  a nivel  personal,  familiar,  educacional  o 
económicos  están  reduciendo  su  capacidad  de  mantener  sus 
reacciones  hacia  el  paciente  a un  nivel  que  no  afecte  signi- 
ficativamente su  relación  médico-paciente. 

Siempre  será  preferible  el  aceptar  nuestras  limitaciones 
temporeras  en  esta  área  y tomar  medidas  remediativas  a 
tiempo  que  permitir  nuestros  pacientes  paguen  el  alto  precio 
de  ser  atendidos  por  un  médico  cuya  capacidad  de  obser- 
vación y comunicación  se  ha  reducido  a un  nivel  que  afecte 
su  juicio  clínico,  véase  Resumen  en  pág.  69 
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RESUMEN:  FACTORES  PSICOSOCIALES  QUE 
AFECTAN  RELACION  MEDICO  PACIENTE 
IMPLICACIONES 


Factores  Psicosociales  que  afectan  relación 
Médico  Paciente 

1.  Actitudes  y valores  asociados  a nuestro  nivel  I. 
socioeconómico. 

2.  Sobreestima  por  capacidad  intelectual.  2. 


3.  Necesidad  de  tener  control  completo  de  3. 
situación. 

4.  Tendencia  a relación  paternalista.  4. 


5.  Necesidad  de  concentrar  en  el  área  de  co- 
nocimiento tradicionalmente  clínico. 


6.  Sobreaprecio  por  tecnología  y data  cien- 
tífica. 


7.  Autoestima  profesional  asociada  a capa- 
cidad para  el  manejo  de  casos  mori- 
bundos. 

8.  Intolerancia  con  familiares  rígidos,  con- 
troladores. 

9.  Pobre  tolerancia  para  aceptar  inefectivi- 
dad en  la  intervención. 

10.  Aprecio  excesivo  por  productividad  por 
unidad  de  tiempo. 


1 1.  Sobreaprecio  por  limpieza  y pulcritud. 


Capacidad  Terapéutica  Afectada 

Valorización  objetiva  de  sintologia  del 
paciente. 

Evaluación  de  capacidad  del  paciente  y 
objetividad  en  fijación  de  metas  tera- 
péuticas. 

Estimulación  de  comunicación  de  parte 
del  paciente. 

Determinación  de  capacidad  para  asumir 
responsabilidad  del  paciente.  Oferta  de 
Educación  en  Salud  de  valor  preventivo. 

5.  Identificación  de  factores  psicosociales. 
Evaluación  del  nivel  que  éstos  deter- 
minan la  condición  del  paciente. 

6.  Evaluación  objetiva  del  sistema  de  inter- 
acciones personales  que  afectan  la  condi- 
ción del  paciente. 

7.  Acercamiento  objetivo  al  caso  aparente- 
mente simple. 

8.  Intervención  efectiva  en  el  ambiente  inter-  8. 
personal  que  determina  la  conducta  del 
paciente. 

9.  Objetividad  en  proceso  de  reevaluación. 

10.  Objetividad  y flexibilidad  en  la  determi- 
nación de  tiempo  a ser  asignado  por 
paciente. 

11.  Objetividad  en  la  determinación  del  nivel  II. 
de  detalle  del  examen  físico  que  requiere 

el  paciente. 


Posible  Efecto  en  Diagnóstico  y 
Tratamiento 

1 . No  identificación  de  problemas  de  salud,  no 
aceptación  tratamientos  por  el  paciente. 

2.  Fijación  de  metas  por  debajo  del  paciente, 
no  identificación  de  problemas  de  salud  con 
el  paciente. 

3.  Aumento  del  costo  de  intervención,  limita- 
ción de  “Compliance”  prolongación  del 
proceso  de  diagnóstico. 

4.  Fomento  de  dependencia,  retraso  o elimi- 
nación de  posibilidad  de  rehabilitación. 

5.  No  identificación  de  problemas  psicosociales 
determinantes  de  la  condición  del  paciente. 
Referidos  múltiples  innecesarios,  aumento 
del  costo  de  intervención. 

6.  No  identificación  de  problemas  interperso- 
nales, referidos  innecesarios,  prolongación 
de  intervención,  aumento  del  costo  de  inter- 
vención. 

7.  Intervención  temprana  preventiva  defi- 
ciente. Aumento  de  casos  complicados. 

Prolongación  de  intervención,  aumento  de 
conflictos  en  familia  del  paciente,  rechazo  a 
intervención  médica  por  familia. 

9.  Uso  de  tratamientos  innecesarios,  fallas  en 
el  proceso  de  diagnóstico. 

10.  Diagnósticos  con  poca  información, 

aumento  en  dependencia  en  prueba  de  labo- 
ratorio, descontinuación  de  la  relación 
médico-paciente  por  el  paciente. 

No  identificación  de  problema  de  salud  del 
paciente. 


LECTURA  RECOMENDADA 

1.  Psychosocial  Basis  of  Medical  Practice.:  Williams  &. 
Wilkins,  Baltimore  1974. 

2.  Medical  Behavioral  Science,  edited  by  T.  Millan  W.B. 
Saunders,  Philadelphia,  1975. 

3.  Understanding  Human  Behavior  in  Health  & Illness,edi- 
ted  by  Richard  C.  Simmons,  M.D.  Herbers  Pardes,  M.D. 
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CARE  FOR  YOUR 
COUNTRY 


As  an  Army  Reserve  physician,  you  can  serve 
your  country  and  community  with  just  a small  invest- 
ment  of  your  time.  You  will  broaden  your  professional 
experience  by  working  on 
interesting  medical  projects" 
in  your  community.  Army 
Reserve  service  is  flexible,  so  it 
won’t  interfere  with  your  practice 
You’ll  work  and  consult  with  top 
physicians  during  monthly  Reserve 
meetings.  You’ll  also  attend  funded 
continuing  medical  education  pro- 
grams. You  will  all  share  the  bond  of 
being  civic-minded  physicians  who  are  also  commis- 
sioned officers.  One  important  benefit  of  being  an  officer 
is  the  non-contributory  retirement  annuity  you  will  get 
when  you  retire  from  the  Army  Reserve.  To  find  out 
more,  simply  call  the  number  below. 

ARMY  RESERVE. 
BE  AU YOU  CAN  BE. 


MAJ  Gerald  C.  Knoll,  MSG 
HQ,  US  Army  Forces  Command 
Attn:  USAR  AMEDD  Procurement 
Ft.  McPherson,  GA  30330 
(404)  752-2376/3105 


ELECTROCARDIOGRAM 
OF  THE  MONTH 

Charles  D.  Johnson,  M.D..  F.A.C.C. 


The  traces.  Figures  1 and  2,  are  those  of  a 22-year-old 
female. 


Questions 

1 . What  are  the  electro-  and  vectorcardiographic  diagnoses? 

2.  What  is  the  clinical  diagnosis? 

3.  What  syndromes  may  these  patients  present? 


Frank  VCG 


X 1 


Cal.  X 0.5  mv.^  rS  0 5 
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Electrocardiogram  of  the  Month 


Answers 

• Atrial  Septal  Defect  (ASD)  - Secundum. 

• Cleft  mitral  valve  with  mitral  regurgitation  (MR) 

Electrocardiogram  and  Vectorcardiogram 

Right  axis  deviation  (RAD)-  + 125°. 

Left  atrial  enlargement  (LAE),  possible  right  atrial  enlar- 
gement-broad notched  P waves  in  leads  I,  II,  aVR,  aVL, 
aVF,  Vi,  Vs 6 ; P loop  left,  anterior-posterior,  inferior, 
clockwise  (CW),  bell-shaped  in  right  sagittal  plane. 

First  degree  atrioventricular  (AV)  block  (0.26  S). 

Right  bundle  branch  block  (RBBB)-^QRS  width  0. 12  S,  S 
waves  in  leads  I,  II,  aVL,  V4-6,  rsR  in  Viand  aVR;  late 
QRS  loop  slowing  to  the  right,  anterior  and  inferiorly. 

Combined  ventricular  hypertrophy  - Tall  R (24  1/2  mm)  in 
Vs,  R =10  mm  amplitude  in  V 1 (cristae  supraventricularis 
hypertrophy),  R/S  in  lead  X,  Maximal  Spatial  Vector  is 
1.8  mV,  posterior  and  leftward,  prominent  leftward  and 
rightward  forces,  30%  of  loop  in  right  inferior  quadrant. 

Frontal  loops  slightly  variable.  Horizontal  CW  posterior, 
leftward  T loop  of  abnormal  velocity.  E and  O points 
differ. 

Comments 

A secundum  ASD  is  one  of  the  most  common  congenital 
heart  defects  (CHD)  in  adults,  and  the  most  common  CHD 
to  be  associated  with  a RBBB  pattern.  The  RAD,  the  rsR  'in 
lead  Viand  the  CW  frontal  loop  in  this  patient  are  typical. 
However,  the  LAE  and  left  ventricular  hypertrophy  are  not 
typical  of  the  defect  and  may  reflect  MR  secondary  to  the 


cleft  mitral  valve.  First  degree  AV  block  occurs  in  10-20%  of 
cases,  especially  older  adults. 

Actually  the  cleft  mitral  valve  may  indicate  that  this  repre- 
sents an  ostium  primum  (OP)  ASD  rather  than  a secumdum 
defect.  Occasionally  OP  defects  can  show  normal  or  RAD. 
Infrequently,  secundum  ASD  is  associated -with  MR. 

Secundum  ASDs  have  been  associated  with:  1)  mitral 
valve  prolapse  (MVP),  8-37%;  5%  of  cases  of  MVP  have 
secundum  ASD;  2)  Holt-Oram  syndrome;  3)  Ellis-Van- 
Creveld  syndrome;  4)  thrombo-cytopenia-absent  radius 
syndrome  (TAR);  5)  Familial  ASD,  AV  conduction  defects. 
Congenital  first  degree  AV  block;  6)  Polysplenia  syndrome 
(sinus  venosus  ASD),  Persistent  left  superior  vena  cava;  7) 
constrictive  pericarditis;  8)  Lutembacher’s  syndrome;  9) 
Noonan’s  syndrome;  10)  XXXXY  syndrome;  11)  hyper- 
tropic cardiomyopathy;  single  coronary  artery;  Wolff- 
Parkinson-White  electrocardiogram;  12)  a frail  gracile 
habitus,  with  Harrison’s  grooves  and  left  precordial  bulge; 
13)  Poland’s  syndrome. 
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¡La  excelencia  nos  puso  al  frente... 
nuestros  clientes  nos  mantienen  ahí! 


Gelco  es  el  líder  en  la  industria  de  arrendamiento  de  vehículos  con 
hondas  raíces  en  nuestra  sociedad  puertorriqueña. 

Con  20  años  de  sólida  experiencia  que  se  traducen  en 
óptimos  y variados  servicios  para  nuestros  clientes. 


* Con  los  mejores  servicios  y las  más  esmeradas 
atenciones. 


* Más  de  2,500  clientes  individuales  y 
corporativos,  con  más  de  5,000  unidades. 


* Primera  en  facilidades  y recursos. 


GELGO 


* Con  un  Departamento  de  Renta 
Diaria  siempre  listo  para  ayudarle  a 
resolver  sus  necesidades  inmediatas  y 
a corto  plazo. 


Gelco  Vehicle  Leasing,  Inc. 

Carretera  No.  2,  Km.  6.8 
Villa  Caparra 

782-1717  Administración/Renta  Diaria 
792-9292  Departamento  de  Arrendamiento 


CARTAS  AL  EDITOR 


EDICION  A LA  MEMORIA  DEL 
DR.  RAMON  M,  SUAREZ 

Estimado:  Dr.  Villavicencio: 

A nombre  de  doña  María  Javiera  Benitez  Vda.  de  Suárez, 
de  la  familia  Suárez-Benítez,  y en  el  mío  propio,  expresamos 
a esa  magnífica  Junta  Editora,  a sus  colaboradores,  y muy 
especialmente  a los  doctores  García  Palmieri  y Torres 
Gómez,  nuestro  más  profundo  agradecimiento  y 
satisfacción  por  la  publicación  del  Boletín  que  con  tanta 
veneración  han  dedicado  al  Dr.  Suárez  Calderón. 

La  lectura  de  este  número  especial  de  la  revista  médica  nos 
ha  hecho  sentir  que  él  sigue  viviendo,  no  sólo  a nuestro  lado 
sino  en  el  corazón  de  tantos  y tan  buenos  amigos  y colegas. 

Que  Dios  les  bendiga  a todos  para  que  puedan  servir  a la 
Patria  y a la  ciencia  como  él  le  sirvió. 

Cordialmente, 

Jorge  Benitez  Gautier 

^ NEONATAL 

Históricamente  la  práctica  de  la  circuncisión  neonatal  se 
puede  dividir  entre  aquellas  razas  que  la  practican  de  rutina 
(ejemplo:  judíos,  árabes  y algunas  tribus  africanas),  y entre 
aquellos  que  no  sólo  no  lo  practicaban,  sino  que  llegaron  a 
repudiarlo  de  tal  manera  que  hasta  en  tiempos  de  Galeno  se 
diseñó  un  procedimiento  para  decircuncidar. 

En  la  sociedad  norteamericana  se  ha  generalizado  esta 
práctica  por  varias  razones,  que  van  desde  la  religiosa,  hasta 
la  de  símbolo  de  status  o mera  costumbre  o presión  de  parte 
de  la  profesión  médica. 

Nos  podemos  hacer  la  siguiente  pregunta:  ¿Es  la  circun- 
sión  neonatal  rutinaria  necesaria  para  prevenir  tales  enfer- 
medades como  cáncer  del  pene  o la  próstata,  enfermedades 
venéreas  o carcinoma  del  cuello  uterino  en  la  pareja  sexual? 

Las  estadísticas  nos  muestran  que,  aunque  no  se  ha 
encontrado  cáncer  del  pene  en  persona  circuncidada  en  la 
niñez  temprana,  es  un  método  muy  poco  efectivo  para  pre- 
venirlo. Guilles  nos  indica  que  hay  más  muertes  cada  año 
por  complicaciones  de  circuncisión  que  por  cáncer  penil.' 
Siguiendo  la  misma  línea  de  pensamiento  Morgan  dice:  “La 
apendicitis  causa  más  muertes  cada  año  en  los  Estados 
Unidos  que  el  cáncer  de  pene,  pero  nadie  recomendaría  la 
apendectomía  de  rutina. ”2  En  una  palabra,  la  circuncisión  es 


un  método  efectivo  pero  muy  ineficiente  para  prevenir  este 
tipo  de  neoplasia;  algo  que  se  puede  resolver  con  unos 
buenos  principios  de  higiene  personal. 

Al  momento  presente  no  hay  evidencia  científica  que  sus- 
tancie la  creencia  de  algunos  que  la  circuncisión  reduce  la 
incidencia  de  cáncer  de  la  próstata  o la  circuncisión  como 
factor  etiológico  primario  en  el  desarrollo  de  cáncer  del 
cuello  uterino.  La  incidencia  de  este  tumor  en  las  mujeres 
escandinavas  es  tan  bajo  como  el  de  las  mujeres  israelíes.  En 
los  países  escandinavos  la  práctica  de  la  circuncisión  neona- 
tal nunca  ha  estado  en  boga  indicándonos  que  el  factor 
primordial  es  una  buena  práctica  higiénica. 

Se  han  hecho  alegaciones  de  que  el  pene  circuncidado  está 
protegido  contra  las  enfermedades  venéreas.  Los  jóvenes 
árabes  son  circuncidados  por  razones  religiosas  entre  las 
edades  de  4 - 13  años  y,  sin  embargo,  la  incidencia  de  enfer- 
medades venéreas  es  sumamente  alta  en  esta  población. 
Testigo  de  esto,  según  Morgan,  lo  son  los  médicos  británicos 
y norteamericanos  que  han  trabajado  en  el  norte  de  Africa  y 
el  Lejano  Oriente. ^ 

Después  de  discutir  las  creencias  de  las  supuestas  ventajas 
de  este  procedimiento  nos  podemos  preguntar:  ¿es  este 
procedimiento  uno  sin  complicaciones  o riesgos? 

Es  cierto  que  este  procedimiento  en  manos  con  experien- 
cia es  simple  y con  una  incidencia  de  complicaciones  bajas. 
Pero  no  se  debe  dar  la  idea  de  que  es  un  procedimiento 
menor,  y peor  aún,  relegarlo  a personas  inexpertas. 

La  complicación  más  común  es  la  hemorragia  post  ope- 
ratoria. Esta,  en  casi  todos  los  casos,  se  puede  controlar  con 
presión  local.  Sólo  en  algunos  niños  con  problemas  de 
coagulación  no  diagnosticados  es  que  este  problema  con- 
lleva alguna  importada.  El  Talmud  prescribía,  tan 
temprano  como  el  Siglo  II,  que  no  se  practicara  este 
procedimiento  en  niños  cuyas  familias  había  historial  de 
muerte  por  sangramiento  post  operatorio.  La  incidencia  de 
sangramiento  significativo  varía  de  un  2%  según  Gairdner  a 
10/8000  en  el  Hospital  Universitario  Hadassan  en 
Jerusalen.^ 

La  infección  en  el  área  quirúrgica  es  relativamente  común 
pero  fácil  de  tratar  con  medidas  locales  de  lavado  y cremas 
con  antibióticos.  Rara  vez  éstas  avanzan  a más  serias  conse- 
cuencias como  necrosis  parcial  del  pene,  osteomielitis  por 
septicemia,  abcesos  metastáticos  o tétano. 

Si  no  se  corta  la  cantidad  correcta  de  piel  puede  ocurrir 
tanto  pérdida  excesiva,  requiriendo  en  algunas  ocasiones 
procedimientos  múltiples  para  su  corrección,  como  corte 
insuficiente  con  cicatrización  del  prepucio  y fimosis  secun- 
darias, o problemas  de  erección  por  deformidad  del  pene. 

La  complicación  a largo  plazo  más  común  es  la  estenosis 
del  meato.  La  presencia  del  prepucio  protege  el  glande  y por 
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ende  el  meato  uretral.  Al  quedar  éste  expuesto  y en  contacto 
con  la  ropa  se  traumatiza  por  la  fricción  causando  meatitis. 
Esta  resulta  en  estenosis  cicatricial.  Las  estadísticas  indican 
un  incremento  en  la  incidencia  de  esta  condición  a medida 
que  se  generaliza  el  uso  de  circuncisión  neonatal. 

Hay  una  variedad  de  otras  complicaciones  como  fístulas 
uretrales,  daño  y deformidad  del  glande  y otras  cuya 
ocurrencia  puede  ser  desastroza,  tanto  médica  como  sicoló- 
gicamente. 

Por  último  este  procedimiento  es  uno  que  puede  inflar  los 
costos  médicos  post  natales  hasta  tanto  como  $35,000,000  al 
año  en  los  Estados  Unidos.'* 

Como  resumen  podemos  citar  lo  que  concluyó  El  Comité 
en  Circuncisión  de  la  Academia  Americana  de  Pediatría:^ 
“no  hay  indicación  médica  absoluta  para  la  circuncisión 
neonatal  de  rutina.  Los  médicos  deben  proveer  a los  padres 
de  la  información  pertinente  de  los  efectos  a largo  plazo  de 
circuncisión  y no  circunsición  para  que  ellos  hagan  una 
decisión... 

“Un  programa  de  educación  que  lleve  a buenos  y 
continuos  hábitos  de  higiene  ofrecen  todas  las  ventajas  de  la 
circuncisión  de  rutina  sin  los  riesgos  quirúrgicos.  Por  lo 
tanto,  la  circuncisión  del  recién  nacido  no  se  debe  considerar 
un  componente  de  un  cuido  médico  total.” 

Juan  R.  Iturregui  Pagán,  MD,  FACS 
Departamento  de  Urología 
Centro  Médico  de  Mayagüez 
Mayagüez,  Puerto  Rico 
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Lung  cancer 
is  now  an  equal 
opportunity  tragedy. 


Remember  when  lung  cancer  was  a mans 
disease.  Because  men  had  been  smoking 
longer  than  women.  But  the  women  s 
smoking  boom  that  started  in  the  1930  s 
and  40  s— is  paying  most  cruel  dividends 
today.  Yet  most  people  still  think  lung  cancer 
is  a man  s disease.  Tell  your  female  patients 
the  true  story.  That  lung  cancer  is  now  an 
equal  opportunity  tragedy.  That  s what 
you  ve  come  a long  way,  baby  is  all  about. 


US  DEPARTMENT  OF  HEALTH  EDUCATION  AND  WELFARE 

Ot1ic«  on  Smoking  and  Health 

Public  Health  Service  Rockville  MD  2S057 
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ACTIVOS 

Colón  Marcano,  José  A,  MD  - Escuela  de  Medicina  Univer- 
sidad de  Puerto  Rico,  1978,  Especialidad:  Medicina  Interna 
y Cardiología  - Ejerce  en  Río  Piedras. 

Cruz  Tirado,  Rafael,  MD  - Escuela  de  Medicina  Universidad 
de  Puerto  Rico,  1979,  Especialidad:  Pediatría  - Ejerce  en 
Utuado. 

Dávila  Alvarado,  Roberto,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1976,  Especialidad:  Radiología 
y Sonografía  Diagnóstica  - Ejerce  en  Humacao. 

Díaz  Borroto,  Oscar,  MD  - Escuela  de  Medicina  Zaragoza, 
España,  1976,  Especialidad:  Medicina  Interna  - Ejerce  en 
Ponce. 

Enriquez,  Olga  L.,  MD  - Escuela  de  Medicina  Universidad 
de  Puerto  Rico,  1978,  Especialidad:  Psiquiatría  - Ejerce  en 
en  Río  Piedras. 

Feliberti  Irizarry,  Alicia  Georgina,  MD  - Facultad  Médica 
Universidad  de  Granada,  España,  1971,  Especialidad: 
Medicina  de  Emergencia  - Ejerce  en  Bayamón. 

García  Reyes,  Luis  Fernando,  MD  - Escuela  de  Medicina  de 
de  la  Universidad  de  Barcelona,  España,  1959,  Especialidad: 
Cirugía  General  - Ejerce  en  Río  Piedras. 

Jordán  López,  Octavio,  MD  - Escuela  de  Medicina  Santiago 
de  Compostela,  España,  1969,  Especialidad:  Gastroentero- 
logía  - Ejerce  en  Bayamón. 

Martínez  Urtarte,  Daniel,  A.,  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Santo  Domingo,  1981,  Medicina 
General  - Ejerce  en  Guaynabo. 

Ortiz  Rosado,  José  Antonio,  MD  - Escuela  de  Medicina 
Complutense,  Madrid,  1977,  Especialidad:  Girugía  General  - . 
Ejerce  en  Ponce. 


Ramos  Alconiní,  Néstor  Waldo,  MD  - Escuela  de  Medicina 
Universidad  Mayor  San  Andrés,  Bolivia,  1964,  Especialidad: 
Ortopedia  - Ejerce  en  Hato  Rey. 

Rodríguez  Ryan,  Pablo  E.,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1973,  Especialidad:  Fisiatría - 
Ejerce  en  Arecibo. 

Torres  Avilés,  Rafael,  MD  - Escuela  de  Medicina  Univer- 
sidad de  Puerto  Rico,  1977,  Especialidad:  Obstetricia  y 
Ginecología  - Ejerce  en  Humacao. 

Vázquez  Zayas,  Luis  E.,  MD  - Escuela  de  Medicina  Univer- 
sidad de  Valencia,  España,  1975,  Especialidad:  Obstetricia  y 
Ginecología  - Ejerce  en  Santurce. 

Vázquez  Alvarez,  Angel,  MD  - Escuela  de  Medicina  Univer- 
sidad Autónoma  de  Guadalajara,  México,  1977,  Especia- 
lidad: Anestesiología  - Ejerce  en  Río  Piedras. 


Vega  Emmanuellí,  José  Manuel,  MD  - Escuela  de  Medicina 
Facultad  de  Medicina  Zaragoza,  España,  1977,  Medicina 
General  - Ejerce  en  Humacao. 


Gutiérrez  González,  Elsa  D.,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1983,  Residencia  en  Medicina 
Interna. 


Marco,  Raúl  V.,  MD  - Escuela  de  Medicina  Universidad  de 
Puerto  Rico,  1980,  Residencia  en  Neurología. 

Rodríguez  González,  Benjamín,  MD  - Escuela  de  Medicina 
Universidad  Central  del  Este,  República  Dominicana,  1978, 
Residencia  en  Cirugía  General  y Otorrinolaringología. 

Ríos  Santiago^  ERrén  F.,  MD  - Escuela  de  Medicina  U.C.E. 
República  Dominicana  1980  - Ejerce  en  Fajardo. 
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UNA  OPCION  INNOVADORA 
DE  SERVICIOS  MEDICOS 


Tenemos  el  placer  de  anunciarles  que 
Transamerica  Occidental  Life,  prestigiosa  firma 
aseguradora  que  ocupa  el  séptimo  lugar  en 
volumen  de  seguros  en  vigor  en  los  Estados 
Unidos  se  une  a Medical  Card  System  para 
ofrecer  un  nuevo  concepto  de  servicios 
médicos.  Este  concepto  combina  las  ventajas 
de  un  plan  médico  pre-pagado  con  la 
seguridad  que  ofrece  el  estar  asegurado  con 
una  de  las  más  sólidas  compañías  de  seguros 
de  Estados  Unidos  — y todo  esto  a un  costo 
competitivo  y razonable. 

Reclamaciones  pagadas 
localmente  por 
Global  Insurance  Agency  Inc. 
Recinto  Sur  Núm.  259 
San  Juan,  P.R. 
00905 

Para  más  información  llamar  a los 
siguientes  teléfonos. 


758-2500 


"Estadísticas  conforme  a Edición  de  1982  del 
"National  Underwriter  Ranking  " — 


Si  desea  ser  Médico  participante,  sírvase  en 
completar  este  cupón  y le  responderemos  a 
vuelta  de  correo. 


I 

I 

I 


MEDICAL  CARD  SYSTEM, 
INC.  Y TRANSAMERICA 
OCCIDENTAL  LIFE 
UNIENDOSE  PARA  HACER 
LAS  COSAS  BIEN  HECHAS 


MEDICAL  CARD  SYSTEM.  INC 
Box  3547 

Old  San  Juan  Station 
San  Juan,  P.R.  00904 
(809)  758-2500 


Nombre:  _ 
Dirección. 


Teléfono; 


Zip  Code 
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The  American  College  of  Cardiology,  upon  recommenda- 
tions of  the  Cardiovascular  Procedures  Committee  has 
recently  made  the  following  position  statements: 

l'  • Chelation  Therapy: 

I “The  American  College  of  Cardiology  is  of  the  opinion 
' I that  there  is  insufficient  scientific  evidence  to  justify  the 
|:j  application  of  chelation  therapy  for  atherosclerosis  on  a 
J clinical  basis.  At  the  present  time,  therefore,  chelation 
Ij  therapy  for  atherosclerosis  should  be  applied  only  under  an 
I investigation  protocol.” 

'i  • Outpatient  Cardiac  Cathererization  in  Ambulatory 

I Surgical  Centers  (freestanding  facilities): 

“Neither  current  medical  literature  nor  empirical  evidence 
r support  the  position  that  cardiac  catheterization  can  safely 
' be  done  in  Ambulatory  Surgical  Centers.  Accordingly,  the 
i"  ACC  recommends  that  cardiac  catheterization  should  not 
Ji'  be  added  to  the  list  of  ASC-covered  surgical  procedures.” 

I*  Percutaneous  Transluminal  Coronary  Angioplasty: 

“It  is  the  opinion  of  the  American  College  of  Cardiology 
that  PTCA  when  performed  for  current  indications*  is  an 
established  procedure  in  the  treatment  of  coronary  artery 
disease. 

*Current  Indications: 

I.  Angina  which  is  inadequately  controlled  with  optimal 
medical  therapy  in  patients  who  are  candidates  for 
surgical  revascularization. 

II.  Discrete,  accessible,  segmental  high  grade  significant 
obstruction(s)  of  the  coronary  artery(ies). 

The  College  streses  that  this  procedure  should  be  perfor- 
med in  those  institutions  with  surgical  backup  available 
r.  should  coronary  artery  surgery  be  required  and  by  indivi- 
H duals  approved  by  their  institution  to  perform  the 
f procedure.” 

■ • Streptokinase  Infusion: 

L “It  is  the  opinion  of  the  American  College  of  Cardiology 
I that  percutaneous  transluminal  coronary  reperfusion  is  an 
I exciting  new  development  in  the  management  of  selected 
i'  patients  with  acute  myocardial  infarction.  The  technique  is 
li  highly  promising,  but  because  of  a multitude  of  unanswered 
fe  questions  is  not  yet  an  established  procedure.  Widespread 
F non-critical  application  at  the  community  level  in  the 


routine  care  of  many  cases  of  evolving  acute  myocardial 
infarction  is  not  yet  justified. 

Coronary  perfusion  by  means  of  the  intravenous  adminis- 
tration of  streptokinase  is  an  equally  promising  treatment 
modality  for  early  management  of  patients  with  acute 
myocardial  infarction  and  also  deserves  continued  intensive 
critical  investigation.  Both  intracoronary  and  intravenous 
streptokinase  will  create  an  exciting  period  in  cardiology 
during  the  decade  of  the  1980s.” 

• Doppler  Ultrasound: 

“There  is  ample  evidence  that  Doppler  techniques  are  able 
to  determine  blood  flow  velocity  in  patients.  The  major 
question  remaining  seems  to  involve  the  technical  difficul- 
ties in  performing  the  study,  particularly  in  adults.  At 
present,  this  technique  would  seem  to  be  established  for 
following  directional  changes  in  stroke  volume  in  a given 
individual.  However,  greater  technical  difficulties  are 
encountered  in  utilizing  Doppler  ultrasound  for  the  measu- 
rement of  absolute  stroke  volume.  Therefore,  until  further 
confirmation  of  existing  studies  is  available,  the  American 
College  of  Cardiology  concludes  that  Doppler  ultrasound  is 
still  investigational  in  the  determination  of  absolute  stroke 
volume.” 


Dñ] 

s 

NATIONAL  SOCIETY  FOR 

MEDICAL  RESEARCH 

RECOVERY  RATE  IlViPRO\  LD  ! 

FOR  SPINAL  INJURIES  ^ 

Researchers  at  the  Uniformed  Services  University  of  the 
Health  Sciences  at  Bethesda,  MD,  have  found  that  thyrotro- 
pin-releasing hormone  (TRH)  improves  the  recovery  rate  of 
spine-injured  laboratory  animals. 

The  animals,  59  laboratory  cats,  were  divided  into  four 
groups  and  injected  one  hour  after  injury  with  either  saline, 
TRH,  the  narcotic  antagonist  naloxone,  or  the  corticoste- 
roid dexamethasone.  The  neurological  functions  were  rated 
weekly  for  six  weeks. 

The  TRH-treated  cats  exhibited  almost  total  neurological 
recovery.  The  animals  treated  with  naloxone  recovered  to  a 
lesser  extent,  but  significantly  more  than  those  treated  with 
either  dexamethasone  or  saline. 

The  Maryland  researchers  still  are  unsure  how  TRH  or 
naloxone  counteract  spinal  cord  injury.  However,  it  is 
thought  that  naloxone  enhances  blood  flow  to  the  injured 
site,  thus  limiting  oxygen-deficiency  damage  during  the 
critical  first  six  hours  after  injury. 

SYNTHETIC  STEROID  MAY 
HELP  STROKE  VICTIMS 

Methylprednisolone,  a synthetic  steroid,  may  be  useful  in 
preventing  the  aftermath  of  stroke,  a reaction  that  can  cause 
serious  brain  damage.  Dr.  Gene  C.  Palmer  of  Frist-Massey 
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Neurological  Institute,  Nashville,  has  reported  that 
mathylprednisolone  prevented  damage  to  a brain  bioche- 
mical system  being  studied  in  gerbils.  The  drug,  which  is  a 
potent  anti-inflammatory  agent,  prevented  brain  endema 
when  given  to  the  gerbils  before  stroke  was  induced.  Stroke 
is  a second  leading  cause  of  death  and  the  major  cause  of 
disability  in  the  United  States.  One  of  the  big  problems  in 
treating  stroke  patients  lies  in  the  aftermath  of  stroke. 

The  National  Society  for  Medical  Research  was  esta- 
blished in  1946  to  promote  public  understanding  of  the 
principles  and  goal  of  behavioral  and  biomedical  research. 
It  is  a nonprofit  organization  supported  entirely  by  tax- 
deductible  contributions  from  individuals  and  institutions. 
The  NSMR  Bulletin  is  published  10  times  a year. 

ARE  HEART  DISEASE,  ^ 
VASECTO^  tlKEED?  '"'2/ 

Should  men  with  cardiovascular  problems  be  wary  of 
vasectomies?  A researcher.  Biochemist  Gary  Curtis  of  the 
University  of  Nebraska  Medical  Center  in  Omaha,  says 
studies  that  show  vasectomized  animals  have  a higher  rate  of 
heart  disease  that  those  who  have  not  had  the  operation.  But 
so  far,  human  tests  indicate  no  increased  risk. 

About  half  of  all  men  who  receive  vasectomies  produce 
sperm  antibodies,  which  some  scientists  believe  increase  the 
risk  of  heart  disease.  However,  even  if  a danger  is  shown  to 
exist,  the  drug  dexamethasone  may  mitigate  it.  The  drug  has 
already  prevented  the  formation  of  sperm  antibodies  in 
vasectomized  monkeys. 

NEW  DRUGS  IMPROVE 
SURVIVAL  RATES  IN  MICE  WITH 
LEUKEMIA  AND  MELANOMA 

^ V , - V,.  if.  .f 

Up  to  four  times  as  many  mice  with  experimentally  indu- 
ced leukemia  survive  long-term  when  a new  type  of  drug  is 
added  to  the  therapy  with  the  standard  anti-leukemia  agent 
cyclophosphamide. 

Unlike  most  anti-cancer  agents,  the  new  drugs  appear  to 
stimulate  the  animals’  immune  systems  instead  of  poisoning 
the  tumor  cells.  They  showed  no  toxic  effects  in  the  studies 
reported  at  the  annual  meeting  of  the  American  Association 
for  Cancer  Research. 

“These  new  drugs,  called  pyrimidinones,  may  lead  to  safer 
anti-cancer  treatments,”  said  Li  H.  Li,  Ph.D.,  of  The 
Upjohn  Company,  where  the  studies  were  done. 

Current  anti-cancer  therapy  generally  begins  with 
surgery,  radiation  and/or  chemotherapy  with  toxic  drugs. 
When  remission  occurs,  many  patients  are  given  additional 
periodic  chemotherapy  treatments  in  an  attempt  to  prevent 
relapse. 

Because  these  toxic  agents  also  poison  healthy  cells  and 
suppress  the  immune  system,  their  use  sometimes  is  self- 
defeating.  Scientists  hope  that  an  immune  system  stimu- 
lator, such  as  a pyrimidinone,  will  be  effective  when  given 
instead  of  the  now-standard  chemotherapy  during 
remission. 

“Pyrimidinones  can  offer  decided  advantages  if  they  work 
in  the  human  as  they  do  in  the  mouse — enabling  the  body  to 
take  care  of  remaing  cancer  cells  without  toxic  measures,” 
he  said. 


MILK  FAT  PROTECTS  STOMACH 

It’s  the  fatty  part  of  milk  that  seems  to  protect  the  stomach 
against  too  much  acid,  a finding  that  could  be  important  for 
ulcer  patients  who  don’t  enjoy  drinking  milk. 

University  of  Texas  Medical  School  reasearchers  at 
Houston  tested  milk’s  protective  effects  in  infant  and  adult 
laboratory  rats  and  found  that  the  anti-ulcer  action  disap- 
pears when  all  the  fatty  molecules  are  removed. 

STliDIES  OF  SNAKE  MAY  HELP 
KIDNEY  STONE  SUFFERERS 

Using  tiny  units  from  the  kidneys  of  snakes,  a scientist  is 
gleaning  information  that  one  day  could  bring  relief  to 
millions  of  persons  who  suffer  from  kidney  stones  and  gout. 

Dr.  William  H.  Dantzler,  a University  of  Arizona 
physiologist,  is  studying  how  large  amounts  of  uric  acid  can 
be  excreted  by  a snake’s  kidney  without  kidney  stones  being 
formed. 

Dr.  Dantzler  uses  common  garter  snakes  in  his  studies 
because  snake  kidneys  have  nephrons,  a key  unit  of  the 
kidney,  that  can  readily  be  separated  from  the  tissue  and 
maintained  functionally  intact  for  studies.  In  addition,  the 
tube  portion  of  the  snake  nephron  has  a highly  developed 
way  of  transporting  uric  acid  across  cell  walls. 

Kidney  stones  are  hard  mineral  deposists  formed  in  the 
kidney  from  uric  acid  and  other  substances.  When  large 
enough,  these  stones  can  block  the  urinary  tract  and  cause 
excruciating  pain.  More  than  821,000  persons  in  the  United 
States  suffered  from  kidney  stones  in  1981,  the  latest  figure 
available  from  the  Department  of  Health  and  Human 
Services.  More  than  2,018,000  persons  suffered  that  same 
year  from  gout,  disease  caused  by  the  disturbance  of  uric 
acid  metabolism. 

Dr.  Dantzler,  whose  basic  research  is  funded  by  the 
National  Science  Foundation’s  Regulatory  Biology 
Program,  reported  he  has  been  able  to  learn  more  about 
how  uric  acid  passes  through  the  cell  walls  of  a nephrons,  a 
key  finding  that  could  hasten  the  day  when  kidney  stone 
sufferers  can  be  helped. 


(K 

^ American  College 

of  Physicians 

! ACP  ISSUES  CEAP  RECOMMENDATION  ; 

> a^ON  PTA  OF  OCCLUDED  ARTERIES 

Recommendations  on  Percutaneous  Transluminal 
Angioplasty  (PTA)  of  four  groups  of  arteries  were  published 
by  the  American  College  of  Physicians  in  the  December 
issue  of  the  Annals  of  Internal  Medicine.  The  statement  on 
coronary  arteries  supersedes  the  statement  on  the  same 
subject  approved  by  the  ACP  in  1981. 

The  statement  is  issued  as  part  of  the  College’s  Clinical 
Efficacy  Assessment  Project  (CEAP),  by  which  the  ACP 
evaluates  the  effectiveness  of  medical  tests,  procedures  and 
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therapies  and  makes  recommendations  on  their  appropriate 
uses. 

Percutaneous  Transluminal  Angioplasty  (PTA)  is  a 
relatively  new  procedure  by  which  a balloon-tipped  catheter 
is  passed  through  an  occluded  artery  to  the  site  of  narrowing 
and  the  balloon  inflated  to  reduce  the  obstruction.  It  is 
always  performed  in  conjunction  with  angiography  of  the 
vessel.  Successful  PTA  results  in  a reduction  of  the  arterial 
narrowing,  or  stenosis,  and  a subsequent  decrease  in  the 
pressure  gradient  across  the  stenosis.  There  is  a falloff  in 
successful  PTA  results  over  time  and  although  PTA — like 
its  alternative,  surgical  therapy — alleviates  the  condition,  it 
does  not  provide  a permanent  cure. 

Because  limited  follow-up  data  are  available  on  this 
procedure,  the  ACP  recommends  that  physicians  perfor- 
ming PTA  should  collect  and  report  long-term  follow-up 
data  on  their  patients.  Those  evaluating  the  data  must 
recognize  the  substantial  impact  that  physician  experience, 
patient  selection,  and  measures  of  clinical  success  have  on 
reported  PTA  results.  The  College  also  stresses  that  the 
experience  of  the  facility  where  the  procedure  will  be 
performed  should  be  considered  before  a patient  is  sent  for 
angioplasty. 

The  ACP  evaluated  PTA  performance  as  follows; 

PTA  of  the  Coronary  Arteries  is  a reasonable  alternative 
to  coronary  artery  bypass  graft  surgery  (CABG)  in  many 
patients  with  stenosis  of  a single  coronary  artery  who  have 
lifestyle-limiting  angina  pectoris  that  persists  despite 
maximal  medical  therapy.  The  success  rate  of  PTA 
approaches  that  of  CABG  surgery  when  it  is  performed  by  a 
physician  experienced  with  the  procedure  and  specific 
criteria  are  met.  Mortality  rates  of  the  two  procedures  are 
comparable,  while  morbidity  and  cost  are  less  in  PTA  than 
in  CABG.  PTA  should  not  be  performed  in  patients  with 
mild  stenosis  and  less  severe  symptoms  because  of  the  excel- 
lent prognosis  obtained  with  medical  treatment.  Further 
investigation  is  required  of  PTA  for  completely  occluded 
vessels  and  for  significant  multiple  vessel  coronary  artery 
disease. 

Due  to  complications — the  most  common  and  most 
serious  are  prolonged  angina,  coronary  occlusion,  and 
myocardial  infarction — and  increased  mortality  under 
certain  conditions,  an  experienced  and  highly  skilled 
thoracic  cardiovascular  surgical  team  must  be  available  as 
backup  whenever  PTA  is  performed. 

PTA  is  effective  in  selected  patients  for  the  treatment  of 
occlusive  disease  of  the  iliac,  femoral  and  popliteal  arteries 
due  to  its  comparable  efficacy  and  reduced  morbidity, 
mortality  and  cost.  Clinical  and  technical  success  rates 
approximate  or  are  superior  to  those  for  surgery.  There  may 
exist  a theoretical  advantage  of  PTA  over  surgery  in 
younger  patients  in  whom  the  durability  of  vein  grafts  or 
bypasses  may  be  less  than  the  patient’s  life  expectancy. 

Complications,  primarily  in  the  form  of  groin  hema- 
tomas, occur  in  approximately  10%  of  patients  undergoing 
the  procedure. 

PTA  appears  to  be  a reasonable  alternative  to  surgical 
therapy  for  the  treatment  of  renal  artery  stenosis,  and  may 
be  the  procedure  of  choice  for  hypertension  caused  by  renal 
artery  fibromuscular  dysplasia  when  performed  by  a physi- 


cian with  extensive  experience  with  renal  PTA.  Although 
PTA  of  the  renal  arteries  is  less  successful  than  surgical 
therapy,  both  morbidity  and  cost  are  lower  with 
angioplasty.  As  reported  success  rates  of  renal  PTA  vary, 
the  experience  of  the  personnel  performing  renal  PTA  and 
of  the  available  vascular  surgeons  should  be  considered 
carefully  before  therapy  is  selected. 

Due  to  the  limited  data  available  regarding  the  safety  and 
efficacy  of  PTA  in  the  carotid,  vertebral  and  subclavian 
arteries  and  the  potential  hazards  of  the  procedure,  PTA  of 
arteries  in  the  aortic  arch  must  be  considered  investigational 
at  this  time. 

THEEAFY  FOR  DECUBITUS  UtCEES  I 

The  efficacy  of  topical  oxygen  for  the  treatment  of  decu- 
bitus ulcers  is  not  established,  according  to  a recom- 
mendation issued  today  by  the  Clinical  Efficacy  Assessment 
Project  (CEAP)  of  the  American  College  of  Physicians. 

The  therapy  in  question  involves  the  exposure  of  the  decu- 
bitus ulcer  (bed  sore)  either  to  intermittent  hyperbaric 
oxygen  or  to  continuous,  low  flow  oxygen.  The  procedure  is 
safe,  as  long  as  standard  methods  are  followed  and  patients 
with  accepted  contraindications  are  excluded. 

Claims  for  the  efficacy  of  this  procedure  in  the  treatment 
of  decubitus  ulcers  rest  on  several  uncontrolled  series  and 
anecdotal  case  reports,  according  to  the  report.  The 
mainstay  of  treatment,  the  College  states,  remains  relief  of 
pressure  on  the  ulcer  and  appropriate  sterilization  of  the 
wound. 


ACP  ISSUES  STATEMENT  ON  DRUG  THERAPY 
FOR  PAIN  IN  TERMINAL  ILLNESS 

In  order  to  preserve  productive,  pain-free  lives  for  termi- 
nally ill  patients,  physicians  must  be  knowledgeable  about 
pain  and  the  use  of  narcotics  in  pain  therapy,  the  American 
College  of  Physicians  (ACP)  states  in  a recent  com- 
munication. 

Pain  is  one  of  the  most  common  complaint  physicians 
must  deal  with.  While  mild  and  acute  pain  are  relatively  easy 
to  treat,  the  severe,  chronic  pain  that  accompanies  terminal 
illness  is  not.  Many  of  the  effective  analgesics  cause  side 
effects,  and  the  pain  itself  can  contribute  to  serious 
emotional  and  behavioral  changes  in  the  patient.  For  the 
terminally  ill  patient,  this  pain  often  is  the  only  complaint 
the  physician  can  treat.  With  this  in  mind,  the  ACP  makes 
the  following  recommendations  and  encourages  all  physi- 
cians to  learn  how  best  to  treat  the  severe,  chronic  pain  of 
terminal  illness. 

The  goal  of  drug  therapy  for  severe,  chronic  pain  in 
terminal  illness  is  to  make  the  patient  relatively  pain- 
free.  In  cases  of  terminal  illness,  the  ACP  contends  that 
sufficient  management  of  pain  is  more  appropriate  than 
aggressive  attempts  to  cure  the  disease.  Both  the 
patient’s  short-term  prognosis  and  the  immediate 
effects  of  therapy  should  be  considered  in  order  to'  free 
the  patient  from  pain  while  preserving  a maximum  level 
of  function. 
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Oral  administration  of  narcotics  (e.g.  morphine, 
methadone)  on  a regular  basis  will  provide  most 
terminally  ill  patients  with  relief  from  severe,  chronic 
pain  and  from  fear  of  that  pain  recurring.  The  College 
notes  that  pain  in  terminal  illness  is  in  general  poorly 
managed  due  to  incomplete  knowledge  or  misuse  of 
what  of  what  is  known.  The  physician  must  remain 
flexible,  the  ACP  maintains,  and  adjust  narcotic 
dosage,  route,  and  frequency  of  administration  to  the 
needs  of  the  patient. 

The  ACP  further  states  that  there  is  no  clinical 
evidence  that  the  availability  of  heroin  will  improve  the 
drug  therapy  provided  for  the  severe,  chronic  pain  of 
terminal  illness.  The  narcotics  currently  available  to  the 
physician  are  sufficient  when  given  properly  to  provide 
terminally  ill  patients  with  relief  from  severe,  chronic 
pain.  Drugs  such  as  aspirin  and  acetominophen  may  be 
used  in  combination  with  narcotics  to  enhance  relief 
and  to  reduce  the  doses  required  for  effective  pain 
control. 

Fear  that  patients  will  become  dependent  on  the 
drugs  has  limited  the  effective  use  of  morphine  and 
other  narcotics.  The  ACP  posits  that  such  a fear  is 
unfounded,  as  dependence  is  of  little  consequence  in  the 
conte.xt  of  terminal  illness.  Studies  show  a marked  lack 
of  narcotics  abuse  in  cancer  patients,  and  indicate  that  a 
variety  of  conditions  other  than  drug  use  alone  are 
contributing  factors  to  addiction.  The  College  thus  feels 
that  it  is  important  that  narcotics  be  administered 
according  to  each  patient’s  need,  and  that  patients  have 
access  to  necessary  therapeutic  narcotics. 

The  ACP  accepts  its  responsibility  to  improve  the 
internist's  knowledge  base  of  narcotic  therapeutics  and 
drug  therapy  for  severe,  chronic  pain  in  terminal  illness. 
Physicians  must  be  knowledgeable  about  pain — its 
causes,  complications,  and  treatments — in  order  that 
terminally  ill  patients  might  live  the  remainder  of  their 
lives  as  productively  as  possible,  says  the  College. 

The  AC  P supports  expanded  research  in  the  field  of 
narcotic  therapeutics.  Though  much  has  been  learned 
about  the  causes  of  pain  and  the  most  effective  ways  to 
manage  it,  there  is  much  that  is  yet  unknown. 
Guidelines  of  care  are  best  based  on  controlled 
observations  of  therapies;  thus,  the  College  concludes, 
continued  research  is  needed  about  both  new  and 
conventional  treatments. 
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It's  a myth  that  arthritis  is  just 
the  minor  aches  and  pains  of 
old  age.  It's  a major  crippler 
that  attacks.  Anybody.  Anytime. 

31  million  Americans  have  it.  There  are 
almost  a million  new  cases  a year. 

And  SIX  out  of  ten  are  under  60. 
Symptoms  can  come  and  go  for  years. 
So  'If  you  don't  know  the  warning 
signals,  find  out.  If  you'd  like 
information  that  could  help  you — or 
you'd  like  to  help 
write  to  the  Arthri 
Foundation,  Box 
19000,  Atlanta, 

GA  30326. 


us— 


A 

ARTHRITIS 

FOUNDATION 


What  can  you  do  for 
hypertensives  like  these? 


Heavy 

smoker 


CNS 

problems 


On  cimetidine 


Childhood 

asthmatic 


Impotent 


Patient  descriptions  are  hypothetical  composites  based 
on  clinical  experience  and  evaluation  of  data. 


Laura  K is 
depressed ...  she 
sleeps  badly  and 
sometimes  has  bad 
dreams.  Forgetful. 
BP  up  despite 
medication. 

Little  or  no  depres- 
sion, hallucinations, 
or  sleep  disturb- 
ances such  as 
insomnia  or  night- 
mares have  been 
reported  with 
TENORMIN" 
(atenolol). 


Busy 


Paul  H smokes  two 
packs  a day.  Annual 
physical  uncovered 
diastolic  of  102 
mmHg.  Rigid  habits 
. . . will  have  difficulty 
with  a complicated 
regimen. 

Propranolol  may 
produce  bronchial 
hyperactivity  in 
patients  with  no  his- 
tory of  asthma.' 
Smoking  has  been 
implicated— espe- 
cially in  males. ^ 
Cardioselective 
TENORMIN  exerts 
a preferential  effect 
on  cardiac  ( p,) 
receptors  rather 
than  on  bronchial 
or  peripheral 
receptors.  This 
preference  is  not 
absolute. 


His  BP  is  down  from 
172/110  mmHg  to 
normotensive 
range.  But  Manuel  G 
blames  his  medica- 
tion for  his  impotence. 
Only  0.4%  of 
patients  in  the 
28-day  TENORMIN 
evaluation  program 
reported  sexual  per- 
formance problems.® 


At  73,  Mary  B is  on 
daily  insulin.  Her 
diastolic  is  up 
10  mmHg  since  last 
visit  Misses 
appointments. 
Although  beta 
blockers  may  mask 
tachycardia  occur- 
ring with  hypoglyce- 
mia, TENORMIN 
may  be  tried  with 
caution  in  patients 
with  diabetes  mel- 
litus,  like  Mary  B, 
who  require  beta 
blocker  therapy.  It 
does  not  augment 
insulin-induced 
hypoglycemia  and 
does  not  delay 
recovery  of  blood 
glucose  levels  to  the 
same  degree  as 
propranolol." 


Janet  M had 
asthma  as  a child ^ 
but  hasn't  wheeze 
in  40  years.  "Can’i 
believe"  she’s 
hypertensive, 
schedule  demandé 
simple  regimen. 
Unlike  propranololj 
cardioselective 
TENORMIN  can 
reduce  the  likelihocx 
of  bronchospasm  in 
susceptible  i 

patients.®'®  ' 
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“Real  life”  efficacy 

These  patients  represent  39,745  hypertensives  of  all  types 
treated  effectively  in  the  28-day  TENORMIN  evaluation.  The 
setting  for  the  evaluation  was  real  life— the  daily  practices  of 
9,500  U.S.  physicians.® 

Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy  and 
safety  of  TENORMIN  had  already  been  established  worldwide 
by  hundreds  of  published  clinical  studies  and  more  than 
2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data  were  ana- 
lyzed for  variables  such  as  sex,  age,  race,  and  weight,  a large 
majority  of  patients  in  each  group  achieved  satisfactory  blood 
pressure  control.® 

Of  all  controlled  cases,  an  impressive  95%  reported  feeling 
well,  an  important  consideration  in  hypertension  management.® 

A simple  regimen  for  compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects®  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
1 5%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.’® 


*Cardioselectivity  denotes  a relative  preference  for 
P , receptors,  located  chiefly  in  cardiac  tissue.  This 
preference  is  not  absolute. 
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See  following  page  for  brief  summary  of  prescribing  information. 


STUART  PHARMACEUTICALS 


TENORMIN"  (atenolol) 


(atenolol) 

Therapy 

for  virtually  every 
hypertensive 
patient  in  your 
practice. 


A betarselective  blocking  agent  for  hypertension 


DESCRIPTION:  TENORMIN  - (atenolol),  a synthetic,  betarselective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide, 
4-[2'-hydroxy-3'-[(1-methylethyl)  amino]  propoxy]-  Atenolol  (free  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26  5 mg /ml  at  37  C and 
a log  partition  coefficient  (octanol/ water) of  0 23  It  is  freely  soluble  in  IN  HCI  (300  mg  / ml  at  25  ' C) 
and  less  soluble  in  chloroform  (3  mg /ml  at  25  - C). 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten* 
sion  It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  lime  can.  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic.  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and.  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician’s  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTiC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihyperlensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a betaj-stimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg.  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1-2  mg  I V ) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg.  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  verligo,  syncope,  or  postural  hypotension 

Should  it  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg  / kg  / day  or  1 50  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg / kg  / day  or  1 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunner’s  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starling  at  15  mg/kg/day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but 


not  150  mg  atenolol  - kg /day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively). 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  m embryo  fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg  / kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg/kg  or  12,5  times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
pniential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg.  by  checklist— foreign  studies)  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S.  studies  (volunteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL.%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0  5%),  postural  hypotension 
(2%-l%).  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM  / NEUROMUSCULAR  dizziness  (4%-1  %),  vertigo  (2%-0  5%). 
Iight-headedness  (1%-0%).  tiredness  (0  6% -0.5%),  fatigue  (3%-1%).  lethargy  (1%-0%),  drowsi- 
ness (0  6%-0%),  depression  (0  6%-0  5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%).  nausea  (4%-l%) 

RESPIRATORY  (See  WARNINGS);  wheeziness  (0%-0%),  dyspnea  (0  6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (12%-5%).  postural  hypotension 
(4%-5%),  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM  ^ NEUROMUSCULAR  dizziness  (1 3%-6%).  vertigo  {2%-0  2%). 
Iight-headedness  (3%-0  7%).  tiredness  (26%-13%).  fatigue  (6%-5%),  lethargy  (3%-0  7%). 
drowsiness  (2%-0  5%),  depression  (12%-9%).  dreaming  (3%-l%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS):  wheeziness  (3%-3%).  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and  ^or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances, hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium.  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia,  Peyronie’s  disease,  erythematous  rash,  Raynaud’s  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  head  failure,  hypotension, 
bronchospasm.  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  m addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline.  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihyperlensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml  - mm  / 1 73  m^  (normal  range  is  1 00-1 50  ml  > mm ' 1 73  m^),  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml  min  i 73  m")  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  1 05  embossed  on  the  other  side  are  supplied  in 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  1 00  tab- 
lets Tablets  of  1 00  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  umt-dose  packages  of  1 00  tablets 

Protect  from  heat,  light,  and  moisture  Store  umt-dose  and  calendar  packages  at  controlled  room 
temperature 
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ECONOMIST  CALLS  FOR  CUTBACKS 
IN  MEDICAL  SCHOOL  ADMISSIONS 


It  is  time  for  the  American  Medical  Association  to  recom- 
mend “at  least  modest  cutbacks  in  future  admissions  to  U.S. 
medical  schools,”  according  to  a Columbia  University 
economist  who  specializes  in  medical  manpower  issues. 

“Once  bitten,  twice  shy,”  writes  Eli  Ginzberg,  PhD,  in  a 
November  1983  issue  of  JAMA.  “It  took  the  AMA  two 
generations  to  live  down  the  opprobrium  attached  to  its 
policy  in  the  early  1930s  aimed  at  curtailing  admissions  to 
medical  schools.”  He  argues  that  one  of  the  obligations  of  a 
profession  is  to  define  professional  goals  and  behavior  that 
operate  in  the  public  interest. 

“Many,  probably  most,  economists  believe  that  a goal  of 
more  physicians  is  desirable  public  policy  because  it  will 
improve  access  and  lower  fees,”  he  says.  “I  disagree  on  both 
counts.”  He  points  out  that  despite  large  increases  in  the 
ratio  of  physicians  per  100,000  population  (from  140  to  200 
between  1950  and  1980),  most  medical  services  in  inner  city 
neighborhoods  continue  to  be  provided  by  hospital  out- 
patient departments  and  clinics  rather  than  by  private 
practitioners.  He  adds  that  more  physicians  mean  more  ser- 
vices and  thus  higher  total  costs.  Leadership  on  the  issue 
should  be  assumed  by  the  AMA  and  other  private  organiza- 
tions because  government  leadership  typically  is  less 
knowledgeable  and  less  responsive  to  real  needs,  Ginzberg 
maintains. 

In  a related  study,  Marjorie  A.  Bowman,  MD,  MPA,  of 
Washington’s  Georgetown  University,  and  colleagues  sug- 
gest that  previous  studies  have  over  estimated  the  surplus  of 
physicians  expected  by  1990.  In  1980,  the  Graduate  Medical 
Education  National  Advisory  Committee  projected  a 
surplus  of  69,750  physicians  by  1990,  based  upon 
population  needs  and  manpower  projections  for  32  medical 
specialties.  Excluded  from  the  projections  were  six 
especialties,  including  radiology,  pathology,  and  anesthe- 
siology. 

When  projections  and  needs  for  those  specialties  are 
included,  473,000  rather  than  466,000  full-time  physicians 
will  be  needed  by  1990,  the  researchers  say.  This  will  reduce 
the  projected  surplus  from  15  percent  to  13.3  percent,  they 
add.  It  is  anticipated  that  535,750  physicians  will  be  in  place 
by  the  end  of  this  decade. 

Commenting  on  the  issue,  JAMA  Editor  George  D. 
Lundberg,  MD,  says,  “The  caldron  boils  on  how  many 
doctors  would  be  excessive,  insufficient,  or  enough  for  this 
society.”  He  points  out  that  simple  changes  in  the  average 
workweek  of  physicians  (now  estimated  at  56.8  hours)  could 


drastically  change  all  predictions,  and  adds  that  AMA 
policy  now  supports  “the  operation  of  self-adjusting  market 
mechanisms  that  are  consistent  with  quality  medical  care.” 

NEW  STUDY  DOCUMENTS 
WEIGHT-GAIN  RISKS 

A new  study  of  weight  gain  and  factors  associated  with 
coronary  heart  disease  reveals  striking  sexual  and  racial  dif- 
ferences. White  men  gain  more  weight  from  adolescence  to 
adulthood  than  do  white  women;  black  women  gain  more 
than  black  men;  and  black  women  show  nearly  twice  the 
weight  gain  of  white  women  over  time. 

Furthermore,  weight  gain  in  whites  from  age  1 8 to  ages  30 
to  50  was  inversely  associated  with  high-density  lipoprotein 
cholesterol  (thought  to  reduce  heart  disease  risks),  and  was 
positively  associated  with  higher  values  of  triglycerides  and 
systolic  and  diastolic  blood  pressure  (thought  to  increase 
risks).  Readings  for  blacks  were  similar,  but  less  consistent 
and  less  significant. 

These  are  among  the  findings. of  Philip  Khoury,  MS,  and 
associates  from  the  University  of  Cincinnati  College  of 
Medicine  writing  in  the  Dec.  16,  1983  issue  of  JAMA. 

“Inasmuch  as  our  study  provides  data  in  black  subjects, 
allows  detailed  black-white  comparisons,  and  allows 
comparison  between  randomly  selected  subjects  and  sub- 
jects selected  because  of  top-decile  cholesterol  and/or 
triglyceride  levels,  it  presents  new  information,”  the  resear- 
chers say. 

The  study  involved  self-reported  weight  gains  from  308 
white  and  69  black  subjects  in  a random  recall  group  and  244 
whites  and  66  blacks  in  a hyperlipidemic  recall  group  from 
the  earlier  Princeton  School  Study  in  Cincinnati.  “The  most 
notable  patterns  of  weight  gain  over  time  in  our  data  set 
were  observed  in  black  women  in  the  random  and  hyperlipi- 
demic recall  subsets,  an  outcome  consistent  with  pandemic 
obesity  in  black  American  women,”  the  researchers  say. 

They  point  out  that  higher  levels  of  high-density  lipopro- 
tein have  been  noted  in  black  men,  black  boys  and  girls,  and 
speculate  that  black  women’s  obesity  overrides  the  higher 
HDLC  levels  expected  by  race.  “We  speculate  that 
prevention  of  excessive  weight  gain  over  time  might  be  asso- 
ciated with  a less  atherogenic  lipoprotein  profile  and  lower 
blood  pressure  in  adults,”  they  say. 

In  a related  commentary,  Ray  W.  Gifford  Jr.,  MD,  of  the 
Cleveland  Clinic,  and  colleagues  call  for  aggressive  treat- 
ment of  “mild”  hypertension.  They  point  out  that  hyper- 
tension can  accelerate  atherogenesis  even  in  the  absence  of 
other  risk  factors,  such  as  hypercholesterolemia  and 
cigarette  smoking,  and  say  that  failure  to  treat  mild 
hypertension  may  permit  progression  of  clinically  silent 
atherosclerotic  disease  in  cerebral  and  coronary  arteries  that 
may  lead  to  premature  death. 

“The  decision  to  treat  or  not  to  treat  mild  hypertension  is 
a sobering  responsibility  for  the  practicing  physician,”  they 
say.  “There  is  enough  evidence  favoring  drug  treatment 
when  dietary  and  other  nonpharmacologic  measures  do  not 
suffice  that  one  cannot  hide  behind  the  doctrine  of ‘primum 
non  nocere’  advocated  by  some.  In  this  case,  it  may  be  more 
dangerous  not  to  treat  than  to  treat.” 
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CIGARETTE  SMOKING  SLOWS 
BLOOD  FLOW^O  BRAIN 


Cigarette  smoking  slows  blood  flow  to  the  brain  and  is 
also  the  leading  risk  factor  for  heart  attack  in  women  under 
50  years  of  age,  according  to  two  reports  in  a November 
1983  issue  of  JAMA. 

Compared  to  nosmokers,  cigarette  smokers  (those  who 
smoke  more  than  one  pack  per  day)  experience  a seven 
percent  decrease  in  blood  flow  to  the  brain.  This  blood 
deficit  increases  the  risk  for  stroke,  say  Robert  L.  Rogers, 
MA,  and  colleagues  from  Baylor  College  of  Medicine  in 
Houston. 

“Smoking  seems  to  be  a potent  risk  factor  decreasing 
cerebral  blood  flow  probably  by  enhancing  cerebral  arte- 
riosclerosis,” say  the  researchers  after  studying  192  smokers 
and  nonsmokers.  “Our  present  study  lends  further  support 
to  long-suspected  clinical  impressions  that  there  is  increased 
risk  for  stroke  among  chronic  cigarette  smokers.” 

Smokers  experience  an  even  greater  blood  deficit  to  the 
brain  if  they  also  suffer  from  other  risk  factors,  such  as 
hypertension,  hyperlipidemia  and  diabetes,  the  researchers 
add. 

A related  report  from  Boston  University  says  that  of  all 
risk  factors  associated  with  nonfatal  first  heart  attacks  in 
women  under  50  years  of  age,  cigarette  smoking  is  the  most 
dramatic. 

Lynn  Rosenberg,  ScD,  and  colleagues  studied  more  than 
1,000  women  and  found  that  65  percent  of  all  nonfatal  first 
myocardial  infarctions  in  women  were  attributable  to 
cigarette  smoking. 

“The  relative  risk  of  Ml  increased  with  the  amount 
smoked,”  say  the  researchers.  “The  estimated  risk  of 
myocardial  infarction  for  current  smokers  of  35  or  more 
cigarettes  per  day  was  ten  times  that  of  women  who  never 
smoked,”  they  add. 

After  smoking,  the  most  prominent  risk  factors  were 
elevated  total  plasma  cholesterol  levels  and  decreased  levels 
of  high-density  lipoprotein  cholesterol.  Higher  levels  of 
high-density  lipoprotein  cholesterol  have  been  associated 
with  reduced  risk  of  coronary  heart  disease. 

NO  “LOW-RISK”  CIGARETTES 

Smokers  who  have  switched  to  low  tar/ low  nicotine 
cigarettes  for  “health”  reasons  may  be  dangerously  compla- 
cent in  thinking  that  their  risk  of  developing  heart  or  lung 
disease  has  been  reduced.  In  a study  of  76  smokers, 
researchers  at  the  Veterans  Administration  Medical  Center, 
Little  Rock,  Ark.,  found  poor  correlations  between  the 
nicotine  and  carbon  monoxide  yields  of  cigarettes  and  the 
plasma  nicotine  and  carbon  monoxide  levels  in  individual 
smokers.  “A  person  who  shifts  from  a high — to  a low 
— nicotine  cigarette  can  maintain  the  blood  nicotine  level  by 
altering  the  frequency  of  puffing  and  inhalation,  by  varying 
the  size  of  the  puff,  or  by  changing  the  amount  of  smoke 
inhaled  into  the  lungs  with  each  puff,”  writes  Richard  V. 
Ebert,  MD,  in  JAMA. 


- , 

MIGRAINE  HEADACHES  RELIEVED 
BY  CALCII  M BLOCKERS 

Reduction  of  the  frequency  of  migraine  headaches  and 
relief  from  migraine  pain  can  be  obtained  with  a calcium 
channel  blocking  agent  called  verapamil  that  was  originally 
intended  for  treating  heart  problems. 

Capt.  Glen  D.  Solomon,  MC,  USAF,  and  colleagues 
studied  12  headache  sufferers  for  six  months.  They  report  in 
a November  1983  issue  of  JAMA  that  daily  doses  of  vera- 
pamil cut  migraine  headache  frequency  by  50  percent  and 
decreased  pain  severity  when  headaches  did  occur.  There 
were  no  major  side  effects,  the  researchers  say. 

“The  results  of  this  trial  show  that  verapamil  is  highly 
effective  in  the  prophylactic  treatment  of  both  classic 
(severe)  and  common  (less  severe)  migraines,”  say  the 
researchers  from  Wright  State  University,  Dayton,  Ohio, 
and  Wright-Patterson  Air  Force  Base.  “Verapamil  might  be 
considered  one  alternative  in  the  development  of  a regimen 
for  the  prophylaxis  of  migraine.” 

According  the  researches,  other  medications  for  migraine 
treatment  tend  to  induce  fatigue,  depression,  and  respira- 
tory and  heart  irregularities.  ! 

Migraine  headaches  occur  when  arteries  in  the  head  first  i 
constrict  and  then  dilate,  thereby  pressing  against  sensitive 
nerves.  Verapamil  interrupts  this  migraine  cascade  by  pre- 
venting arteries  from  constricting  in  the  first  place.  In  heart 
patients,  the  drug  prevents  coronary  spasms  by  preventing 
artery  constriction  and  also  promotes  the  dilation  of  these 
vessels. 

“It  is  orally  active,  has  long  term  efficacy,  has  few  side 
effects,  and  is  a true  prophylactic  agent,”  the  Ohio  physi- 
cians say.  “It  does  not  merely  lessen  the  severity  of  the 
migraine  attacks,  but  prevents  the  attacks  from  occurring.”  . 

The  efficacy  of  calcium  channel  blockers,  such  as  vera- 
pamil, is  also  the  subject  of  an  AMA  Council  on  Scientific 
Affairs  report  appearing  in  JAMA  this  week.  The  council 
reviews  the  Food  and  Drug  Administration’s  approval  of 
labeling  for  calcium  channel  blockers  in  the  treatment  of 
certain  types  of  angina  pectoris  and  other  heart  irregularities 
but  notes  that  their  smooth  muscle  relaxant  effects  might 
also  prove  valuable  in  treating  other  conditions,  such  as 
asthma  and  esophageal  disorders.  “The  possible  use  of  these 
drugs  in  cerebral  vosospasm,  intestinal  ischemia,  and 
obstetrical  problems  still  remains  to  be  explored,”  the  AM  A 
council  cautions. 

Overall,  given  the  good  track  record  of  calcium  channel 
blocking  agents,  the  council  concludes  that  “it  is  apropriate 
and  legal  for  physicians  to  prescribe  approved  drugs  for  uses 
not  included  in  their  official  labeling  when  they  can  be 
supported  as  rational  and  accepted  medical  practice.” 


LITHIUM  SUSCEPTIBILITY  % I 

MAY  CAUSE  BRAIN  DAMAGE  ..--"VS/ 

The  use  of  lithium  salts  to  treat  manic-depressive  syndro- 
mes is  common  place,  despite  the  transient  neurological  side 
effects  associated  with  the  drug’s  usage.  New  research  has 
shown,  however,  that  certain  patients  may  be  particularly 
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susceptible  to  lithium  and  could  end  up  with  brain  damage 
after  using  the  drug. 

Ivan  MacG.  Donaldson,  MD,  FRACP,  MRCPand  John 
Cuningham,  FRACP,  from  Christchurch  School  of  Medi- 
cine, New  Zealand,  reviewed  17  cases  of  persistent 
neurologic  damage  due  to  lithium  therapy.  They  found  that 
multiple  sites  of  the  nervous  system  and  not  just  the  brain  of 
the  lithium  sensitive  individuals  were  affected. 

“Most  of  the  cases  had  a mixture  of  signs,  suggesting 
damage  at  multiple  sites  in  the  nervous  system,”  they  say  in 
the  November /Irt/j/vei  of  Neurology  ."The  17  patients  with 
persisting  neurologic  damage  had  a variety  of  signs  in  the 
stage  of  acute  lithium  ion  toxicity,  including  confusion  pro- 
gressing to  drowsiness  or  coma.  Muscular  twitching  was 
reported  commonly,  and  myoclonus  or  grand  mal  seizures 
occurred  in  some  patients.” 

Lithium  salts,  such  as  lithium  carbonate,  help  to  treat 
manic-depression  by  lowering  the  levels  of  norepinephrine. 
Manias  are  thought  to  be  associated  with  an  excess  of  nore- 
pinephrine while  depressions  may  be  caused  by  a functional 
deficiency  of  the  neurotransmitter. 

That  certain  individuals  react  adversely  to  standard 
lithium  regimens  suggests  that  individual  drug  suscepti- 
bility, and  not  inappropriately  high  dosages  may  precipitate 
neurological  damage.  “There  is  considerable  overlap 
between  the  ‘toxic’  and  the  ‘therapeutic’  ranges  of  plasma 
lithium  ion  levels,”  Donaldson  and  Cuningham  say,  “and  a 
number  of  cases  of  intoxication  with  neurologic  signs  have 
been  reported  at  levels  that  would  ordinarily  be  considered 
therapeutic.” 

The  researchers  suggest  that  neurologic  damage  may  still 
be  avoided  by  taking  special  care  in  the  first  one  or  two 
months  after  the  drug  is  introduced.  “However,  problems 
can  arise  even  after  the  patient  has  been  receiving  a mainte- 
nance dosage  for  years,”  they  add. 


ELPS  HORMONE 
MEN  IrONCkiVE 


Women  who  are  unable  to  ovulate  because  of  certain 
hormone  deficiencies  now  may  be  able  to  conceive  and  bear 
children. 

Reasearchers  at  the  University  of  California  School  of 
Medicine,  San  Diego,  administered  low  doses  of  gonado- 
tropin-releasin  hormone  (GnRH)  in  a special  timed  system 
to  eight  women  deficient  in  the  hormone.  Seven  pregnancies 
and  four  full-term  deliveries  of  normal  infants  resulted.  The 
remaining  three  pregnancies  were  spontaneously  aborted 
within  10  weeks  of  conception. 

“Ovulation  was  achieved  in  all  patients,  and  five  (62) 
percent)  of  the  eight  subjects  conceived  within  the  first  three 
treatment  cycles,  for  a total  of  seven  pregnancies,”  report 
David  S.  Miller,  MD,  and  colleagues  in  a December  1983 
issue  of  JAMA.  “All  patients  accepted  the  procedure  well, 
and  no  side  effects  were  observed.” 

The  hormone  was  administered  to  the  women  intrave- 
nously, over  a period  of  23  ovulatory  cyles.  A portable  pump 
injected  the  hormone  into  the  women’s  blood  streams  at 
regular  hour-and-a-half  to  two-hour  intervals  to  maintain 
hormone-blood  concentrations  30  times  higher  than 
pretreatment  levels. 


Although,  three  of  the  seven  pregnancies  spontaneously 
aborted,  the  researchers  say  that  previous  medical  complica- 
tions were  responsible  in  one  of  the  women.  “If  these  two 
early  abortions  are  considered  exceptional,  the  incidence  of 
abortion  ( 1 / 6)  is  not  increased  in  this  series  of  patients,”  the 
researchers  say.  “The  incidence  of  successful  pregnancy  in 
these  hypogonadotropic  women  compares  favorably  with 
that  in  the  normal  population,”  they  say. 

“This  study  demonstrates  that  small  pulsatile  doses  of 
GnRH  can  activate  cyclic  pituitary  ovarian  function  in 
hypogonadotropin  acyclic  women  and  induced  ovulation 
resulting  in  pregnancy  and  live  birth,”  they  conclude. 

' ' NEW  ANTI-INFLAMMATORY  AGENTS  # 
MAY  CORRECT  CAUSE  OF  ARTHRITIS 

Evidence  suggests  that  newer  agents  used  to  control 
inflammation  in  arthritis  patients  may  also  correct 
underlying  immune  deficiencies  associated  with  the  disease. 

James  S.  Goodwin,  MD,  and  colleagues  from  the  Univer- 
sity of  New  Mexico  School  of  Medicine  report  in  a 
November  1983  issue  of  JAMA  that  administration  of 
piroxicam,  a nonsteroidal  anti-inflammatory  agent 
(NSAIA),  was  associated  with  a reduction  in  production  of 
rheumatoid  factor  to  approximately  62  percent  of  a baseline 
level  after  ten  weeks  of  therapy.  The  researchers  also  report 
an  increase  in  cellular  immune  response,  which  is  usually 
depressed  in  these  patients. 

“There  has  been  a predominant  belief  among  rheumato- 
logists that  NSAIAs  act  to  merely  palliate  the  symptoms  in 
rheumatoid  arthritis  but  do  nothing  to  interfere  with 
pathogenesis  and  course  of  the  underlying  disease,”  the 
researchers  point  out.  The  belief  stems  from  the  idea  that 
•body  chemicals  called  prostaglandins,  whose  production  is 
blocked  by  NSAIAs,  are  responsible  only  for  causing  pain 
and  inflammation,  they  add. 

“It  is  now  becoming  clear  that  prostaglandins  may  do 
more”  in  the  development  of  rheumatoid  arthritis,  the 
authors  say.  Prostaglandins  are  involved  in  altering  immune 
function  to  produce  large  increases  in  rheumatoid  factor. 

The  researchers  had  20  patients  with  rheumatoid  arthritis 
substitute  placebo  for  whatever  NSAIA  they  were  taking  at 
the  start  of  the  study.  After  two  weeks  they  began  taking 
piroxicam  (one  of  the  newer  NSAIAs)  for  an  additional  ten 
weeks. 

Rheumatoid  factor  levels  increased  to  133  percent  of 
baseline  during  placebo  administration  and  decreased  to  62 
percent  of  baseline  after  ten  weeks  of  piroxicam  therapy,  the 
researchers  report.  They  say  that  these  findings  “give 
theoretical  justification  that  NSAIAs  may  indeed  interfere, 
albeit  imperfectly,  with  the  pathogenesis  of  rheumatoid 
arthritis.” 


PROCTER  & GAMBLE  MAY  HAVE 
^ SUPPRESSES  TOXIC  SHOCK  DATA 

New  evidence  revealed  in  a Texas  courtroom  has 
tightened  the  link  between  toxic  shock  syndrome  and 
Procter  & Gamble’s  Rely  Super  brand  of  tampons. 
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Courtroom  testimony  also  suggested  that  Procter  & Gamble 
attempted  to  suppress  scientific  data  confirming  the  link. 

In  a medical  news  story  in  the  December  23,  1983  issue  of 
JAMA  reporter  Charles  Marwick  says  that  researcher 
Merlin  Bergdoll,  PhD,  of  the  University  of  Wisconsin, 
conducted  investigations  funded  by  Procter  & Gamble 
aimed  at  clarifying  the  link,  if  any,  between  tampons  and 
toxic  shock. 

Among  the  findings;  a toxin-producing  Staphylococcus 
aureus  strain  produced  180  ug/mL  of  SEF  (enterotoxin  F, 
one  of  the  two  toxins  associated  with  toxic  shock)  when 
grown  on  a Rely  Super  tampon.  In  contrast,  less  that  0.5 
Ug/mL  were  produced  when  cultivated  on  cotton.  In 
addition,  only  42  ug/  mL  of  SEF  were  produced  on  Playtex 
Super  tampons,  and  53  ug/mL  on  Tampax  Super  Plus. 

According  to  court  testimony,  Bergdoll  made  the  findings 
two  years  ago,  and  James  S.  Widder,  PhD,  of  Procter  & 
Gamble  reproduced  the  experiments  and  confirmed  the 
findings  18  months  ago. 

“But,  not  only  has  Procter  & Gamble  not  made  the  infor- 
mation public;  it  has  gone  to  considerable  legal  lengths  to 
keep  it  underwraps,”  says  JAMA  reporter  Marwick.  “Much 
of  this  was  detailed  last  month  in  two  articles  in  the  Kansas 
City  Times  written  by  reporter  Paul  Wenske,  “he  adds. 

Procter  & Gamble  removed  the  Rely  product  from  the 
markert  in  1980,  when  the  number  of  toxic  shock  syndrome 
cases  per  month  peaked  at  135  in  August.  The  number  of 
cases  now  registered  with  the  Centers  for  Disease  Control 
average  35  per  month.  To  date,  more  than  1,800  menses- 
associated  cases  of  toxic  shock  have  been  reported  to  the 
CDC,  and  103  deaths  have  resulted  from  the  syndrome. 

The  information  came  to  light  in  the  U.S.  District  Court 
in  Fort  Worth  in  an  action  filed  by  Lynn  Wallace,  an  alleged 
toxic  shock  victim,  against  Procter  & Gamble.  Her  attorney 
gained  access  to  the  Bergdoll  data  and  Procter  & Gamble 
data  confirming  it.  Access  to  the  data  had  been  blocked  in  a 
Kansas  City  courtroom  in  an  earlier  case  (settled  out  of 
court)  after  Procter  & Gamble  claimed  the  data  represented 
an  “ attorney’s  work  product”  and  therefore  was  not 
“discoverable.” 

Federal  Judge  David  O.  Belew  Jr.  ruled  that  the  data  was 
discoverable,  and,  “the  cat  was  finally  out  of  the  bag,”  says 
Marwick. 

He  adds  that  “Procter  & Gamble  continues  to  maintain 
that  it  is  unaware  of  any  evidence  indicating  that  Rely  was  in 
any  way  defective  or  that  any  of  its  ingredients  were  harmful 
or  contributed  to  the  development  of  TSS.”  Marwick 
reports  that  Bergdoll  initially  was  reluctant  to  publish  his 
findings  in  a scientific  journal  because  few  “real  hard  conclu- 
sions could  be  drawn  from  this  work.”  He  adds  that  Bergdoll 
now  says  he  will  offer  the  information  for  publicátion. 
“We’ve  decided  that  if  it’s  going  to  be  made  available  any- 
way we  might  as  well  go  ahead  and  publish  it.” 

REDUCING  THE  RISK  OF 
HEPATITIS  B 

While  meticulous  handling  of  blood  products  and  equip- 
ment has  reduced  hepatitis  B infection  rates  among 
employees  in  hemodialysis  units,  rates  among  employees  in 
other  hospital  units  are  still  high. 


Researchers  at  Henry  Ford  Hospital,  Detroit,  report  in 
the  October  14  issue  of  JAMA  that  emergency  room 
workers  have  the  greatest  risk  of  exposure  to  hepatitis  B 
because  they  “work  with  life-threatening  problems  in  an 
uncontrolled  setting.” 

John  F.  Jovanovich,  MD,  and  colleagues  found  that 
emergency  room  workers  exhibited  a nearly  sevenfold  risk 
of  exposure  to  hepatitis  B compared  to  workers  in  the  safest 
hospital  area,  which  was,  surprisingly,  the  hemodialysis 
unit.  Employes  in  the  dentistry-oral  surgery  clinic,  intensive 
care  unit  and  operating  room  ranked  behind  emergency  per- 
sonnel in  descending  order  of  risk. 

Six  percent  of  hepatitis  B cases  in  the  United  States 
represent  patients  from  the  health  care  professions,  accor- 
ding to  Donald  P.  Francis,  MD,  from  the  Centers  for 
Disease  Control.  Marketing  surveys  indicate  that  more  than 
85  percent  of  the  new  hepatitis  vaccine  used  in  this  country 
has  been  given  to  health  care  workers,  he  writes  in  an  accom- 
panying editorial. 

“Yet  only  a fraction  of  at-risk  health-care  workers  have 
been  vaccinated,”  Francis  continues.  “Even  if  all  could  be 
vaccinated,  the  total  reduction  in  the  incidence  of  hepatitis  B 
in  the  United  States  would  be,  at  best,  six  percent,”  he  says. 

Francis  calls  for  a national  hepatitis  B vaccination 
program  focusing  on  high-risk  groups,  which  are  relatively 
well-defined,  he  says.  “If  for  a moment  we  ignore  infant  and 
childhood  infections,  which  are  generally  asymptomatic  and 
therefore  undetected  by  disease  reporting  systems,  homo- 
sexual men  and  intravenous  drug  users  make  up  the  bulk  of 
cases — 21  percent  and  15  percent,  respectively,”  says 
Francis. 

Some  blood  plasma  used  in  making  the  vaccine  is 
obtained  form  hepatitis  B-positive  male  homosexuals,  who 
are  also  at  risk  for  acquired  immune  deficiency  syndrome 
(AIDS).  Francis  concedes  that  many  researchers  are 
opposed  to  the  vaccine  because  it  could  expose  a patient  to 
an  unknown  hepatitis-like  agent  that  may  be  associated  with 
AIDS. 

Hepatitis  B virus  infects  200,000  people  annually  in  the 
United  States.  In  addition  to  the  acute  manifestations  of 
infection,  chronic  active  hepatitis  can  lead  to  cirrhosis  of  the 
liver  and  liver  cancer.  Approximately  3,600  people  die 
annually  of  cirrhosis  and  800  of  liver  cancer  associated  with 
hepatitis  B infection. 


NEONATAL  HERPES  INFECTION 
INCIDENCE  ON  RISE 

The  incidence  of  herpes  simplex  virus  infection  affecting 
newborn  infants  in  the  Seattle,  Wash.,  area  has  increased 
4.5-fold  times  in  recent  years. 

The  rate  went  from  2.6  per  100,000  live  births  during  the 
period  from  1966  through  1969  to  11.9  per  100,000  births 
during  1978  through  1981,  according  to  John  Sullivan- 
Bolyai,  MD,  from  the  University  of  Washington,  and 
colleagues  reporting  in  a December  1983  issue  of  JAMA. 

Genital  herpes  infections  in  adults  typically  cause  discom- 
fort, irritation  or  pain.  In  newborn  infants,  the  infections 
can  be  lethal.  More  than  one-third  .of  affected  infants  will  die 
and  another  one-fourth  will  have  some  degree  of  neurolo- 
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gical  disability.  Damage  to  the  infants  in  the  Washington 
study  included  central  nervous  system  disease,  skin  lesions, 
retinal  lesions  and  blindness. 

“This  increase  in  neonatal  herpes  parallels  the  rising  pre- 
valence of  genital  HSV  (herpes  simplex  virus)  infection 
reported  nationwide  and  from  King  County  (Seattle),”  the 
researchers  comment.  “The  increasing  number  of  women 
with  genital  HSV  infections  in  the  United  States  suggests 
that  the  incidence  of  neonatal  herpes  may  continue  to  rise,” 
they  add. 

One  speculation  concerning  the  increased  in  genital 
herpes  infections  is  that  better  reporting  rather  than  sprea- 
ding infections  may  be  responsible.  The  Washington 
researchers  dispute  that  idea.  “Several  factors  suggest  that 
increasing  recognition  plays  only  a minor  role  in  these  inci- 
dence data,”  they  say. 

Among  the  factors:  the  clinical  spectrum  of  neonatal 
herpes  infection  remained  constant  throughout  the  study 
and  the  proportion  of  children  for  whom  skin  lesions 
prompted  referral,  the  time  from  initial  symptoms  to  the 
time  of  diagnosis,  the  laboratory  procedures  used,  and  the 
interest  expressed  in  diagnosis  did  not  change  in  the  institu- 
tion during  the  period  of  study.  “Increasing  awareness  by 
our  own  and  referring  physicians  is  therefore  an  unlikely 
explanation  for  the  observed  increasing  incidence  of 
neonatal  herpes,”  the  researchers  say. 

Commenting  on  the  study  in  a related  editorial,  Nancy  J. 
Binkin,  MD,  MPH,  and  E.  Russell  Alexander,  MD,  from 
the  Centers  for  Disease  Control,  observe,  “One  of  the 
greatest  concerns  of  the  medical  community  with  this  rising 
prevalence  is  the  potential  spread  of  this  infection  from  an 
ever-increasing  pool  of  infected  women  of  reproductive  age 
to  their  offspring  during  delivery.” 

The  physicians  point  out  that  newborns  typically  are 
infected  during  transit  through  the  birth  canal.  Thus, 
cesarean  delivery  can  prevent  disease  transmission.  The 
problem,  they  say,  is  to  recognize  the  small  proportion  of 
pregnant  women  who  are  actally  shedding  virus  at  delivery. 
What  is  needed  is  a diagnostic  test  that  offers  rapid  results. 

The  standard  test  now  used  requires  three  to  ten  days,  but 
in  another  Journal  report  from  the  National  Institutes  of 
Health,  researchers  point  to  a new  24-hour  test  to  detect 
herpes  infections,  which  holds  promise  that  further  research 
may  shorten  test  result  times.  The  technique  involves  use  of 
the  tissue  culture-biotin-aviden  fluorescent-antibody. 
“Although  the  test  is  capable  of  detecting  antigen  in  speci- 
mens from  either  sex,  it  is  of  particular  benefit  to  pregnant 
women,”  the  NIH  researchers  point  out. 

/ ✓/  ^ ^ ^ i: 

CDC  UPDATES  AIDS  CASES 
/ AFFECTING  HEMOPHILIACS// 

A total  of  21  cases  of  acquired  immunodeficiency 
syndrome  (AIDS)  among  hemophilia  patients  have  been 
reported  to  date  to  the  Centers  for  Disease  Control,  accor- 
ding to  a report  in  the  December  23,  1983  issue  of  JAMA. 

The  first  such  case  was  reported  in  1 98 1 , the  CDC  says  in 
its  Morbidity  and  Mortality  Weekly  Report.  That  was  the 
only  case  of  AIDS  affecting  a hemophilia  patient  during 
that  year.  Until  then  the  syndrome,  which  compromises  the 


body’s  ability  to  fight  infection,  had  been  identified  as  affec- 
ting principally  homosexual  males  and  IV  drug  abusers. 

In  1982,  eight  cases  of  AIDS  affecting  hemophilia 
patients  were  reported  to  the  CDC,  and  in  1983  (as  of 
November  30),  12  cases  were  reported.  “Two  patients  are 
known  to  have  had  other  risk  factors  for  acquiring  AIDS,” 
the  CDC  report  says.  In  addition  to  the  21  reported  cases, 
seven  from  outside  the  United  States  that  meet  the  CDC 
definition  of  AIDS  in  association  with  hemophilia  have 
been  brought  to  the  CDC’s  attention,  the  report  adds. 

“To  date,  no  cases  of  Kaposi’s  sarcoma  (which  often 
affects  homosexual  AIDS  patients)  have  been  reported  in 
association  with  hemophilia;  each  patient  had  an  opportu- 
nistic infection  suggestive  of  an  underlying  cellular  immuno- 
deficiency,” the  report  says.  The  most  common  opportu- 
nistic infection  affecting  hemophilia  patients  was 
pneumocytis  carinii  pneumonia,  occurring  in  95  percent  of 
US  patients,  the  report  adds. 

The  CDC  notes  that  while  the  etiology  of  AIDS  remains 
unknown,  epidemiologic  evidence  suggests  an  infectious 
cause  that  may  be  transmitted  by  blood  or  blood  products, 
among  other  modes  of  transmission.  “Patients  with 
hemophilia  receive  transfusions  of  antihemophilic  factor 
and  plasma  factor  concentrates  prepared  from  pools  of  sera 
from  2,000  to  20,000  donors.”  Thus,  the  US  Public  Health 
Service  and  other  agencies  have  urged  persons  at  risk  of 
acquiring  AIDS  to  refrain  from  donating  plasma  and/or 
blood. 

Also  reported  in  “Leads  from  MMWR”  are  figures  for 
cases  of  AIDS  reported  by  member  countries  of  the 
European  Region  of  the  World  Health  Organization  as  of 
October  1983.  Leading  countries  are:  France,  94;  West 
Germany,  42;  Belgium,  38;  United  Kingdom,  24;  and 
Switzerland,  17.  The  total  number  of  cases  in  the  U.S.  as  of 
November  21,  was  2,803,  according  to  the  CDC. 


THE  YEAH  IN  MMHCINE:  1^3 

The  emphasis  in  1983  was  on  information.  The  year  in  fact 
might  have  marked  an  historic  shift  away  from  public  fasci- 
nation with  pure  advances  in  medical  technology  to  more 
sober  reassessments  of  the  impact  of  technology  on  human 
life,  according  to  James  H.  Sammons,  MD,  executive  vice 
president  of  the  American  Medical  Association. 

Certainly,  that  was  the  effect  of  the  year’s  biggest  story: 
the  implantation  of  an  artificial  heart  that  sustained  the  life 
of  Barney  Clark  for  112  days.  Shortly  after  the  death  of  the 
61-year-old  dentist  in  March,  Stephen  kent  Clark,  MD,  his 
son,  observed  that  the  operation  was  “not  worth  it”  in  terms 
of  useful  prolongation  of  life  or  added  quality  of  life.  Clark 
told  American  Medical  News  in  April  that  his  father  “never 
really  thought  the  artificial  heart  would  work  for  him.  All  he 
expected  to  do  was  make  a contribution  to  medical 
research”.  At  the  same  time,  Clark  commended  both  the 
University  of  Utah  medical  team  and  the  artificial  heart. 

Less  dramatic  but  no  less  humanly  appealing  were  stories 
concerning  liver  transplants  for  youngsters,  such  as  10- 
month-old  Jamie  Fiske,  the  Massachusetts  child  who  suc- 
cessfully received  a transplanted  liver  at  the  University  of 
Minnesota.  In  the  wake  of  her  experience,  public  attention 
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focused  on  the  plight  on  several  other  youngsters,  not  all  of 
whom  were  able  to  accept  transplanted  organs.  With  costs 
for  the  procedure  approaching  $175,000,  some  physicians, 
including  Neal  A.  Vanselow,  MD,  of  Minnesota,  noted  the 
clash  between  costly  advances  in  medical  science  and 
concerns  for  holding  down  the  costs  of  medical  care.  In  an 
April  JAMA  medical  news  story,  Vanselow  pointed  out  that 
one  transplant  operation  might  pay  for  as  many  as  175,000 
doses  of  vaccine,  and  suggested  that  the  medical  profession 
alone  could  not  resolve  the  conflict  between  the  costs  of 
technology  applied  to  one  individual  and  the  more  general 
medical  needs  of  society. 

The  conflict  between  technology  and  society  moved  into 
the  legal  arena  with  several  actions  related  to  the  “Baby 
Doe”  regulation  promulgated  by  the  federal  government.  At 
issue  was  the  question  of  decision-making  about  medical 
treatment  for  infants  born  with  life-threatening  birth 
defects.  The  government  has  insisted  that  medical  treatment 
be  applied  essentially  without  regard  to  the  quality  of  the  life 
prolonged,  an  insistence  that  many  consider  an  unwar- 
ranted intrusion  into  the  private  lives  of  families. 

AMA  Executive  Vice  President  Sammons  says,  “The 
AMA  believes  the  proposed  rule  is  an  inappropriate  intru- 
sion by  the  federal  government  into  an  area  best  left  to 
families,  physicians  and  community  leaders.  The  federal 
government  can  contribute  significantly  to  those  having  to 
make  these  difficult  decisions  if,  instead,  it  encourages  dis- 
semination of  reliable  information  concerning  up-to-date 
methods  for  treating  severely  deformed  newborns  and  if  it 
helps  to  improve  support  systems  and  other  community 
resources  that  could  assist  parents  in  caring  for  handicapped 
infants,”  he  adds. 

Information  was  at  the  core  of  other  major  medical  stories 
during  1983,  one  of  the  more  alarming  of  which  was  the 
unfolding  drama  relating  to  the  acquired  immune  deficiency 
syndrome  (AIDS).  Thesyndromestrikesthe  body’s  immune 
system  and  leaves  patients  vulnerable  to  opportunistic  infec- 
tions, often  with  fatal  results.  At  year’s  beginning,  AIDS 
appeared  to  affect  only  male  homosexuals,  IV  drugabusers, 
Haitians  and  hemophiliacs.  Then  in  May  came  a report 
from  JAMA  that  several  children  in  Newark  had  been 
sricken  with  an  AIDS-like  immune  deficiency.  All  were 
living  in  high-risk  households  and  researcher  James  Oleske, 
MD,  MPH,  said  the  experience  suggests  that  disease  trans- 
mission may  not  be  restricted  to  sexual  contact,  drug  abuse 
or  exposure  to  blood  products. 

Other  reports  suggested  that  female  partners  of  bisexual 
males  also  were  contracting  the  disease,  and  researcher  Arye 
Rubinstein,  MD,  hypothesized  in  JAMA  that  AIDS  can  be 
transmitted  to  fetuses  in  the  mother’s  womb.  He  reported  on 
a study  of  promiscuous  and  drug-addicted  mothers  whose 
infants  appeared  to  have  acquired  AIDS  before  birth. 

By  year’s  end,  the  total  number  of  AIDS  cases  reported  to 
the  Centers  for  Disease  Control  in  Atlanta  had  passed  2,800, 
and  reports  from  Europe  noted  that  267  cases  had  been 
reported  there.  While  spread  of  the  syndrome  has  markings 
of  an  epidemic,  it  appears  that  life-style  changes,  particu- 


larly among  male  homosexuals,  may  be  limiting  disease 
transmission.  Also  at  year’s  end,  Oleske  told  American 
Medical  News  “AIDS  is  a disease  of  very  low  infectivity  and 
that  by  being  thrown  into  the  research  breach  we  have 
learned  more  in  the  last  three  years  about  the  immune 
system  and  cancer  than  we  probably  would  have  learned  in 
20  years.” 

Medical  information  of  a decidedly  positive  nature  came 
in  March  with  a CDC  report  in  JAMA  clearing  use  of  oral 
contraceptives  from  risks  associated  with  certain  cancers. 
The  large-scale  study  showed  no  relation  between  the  use  of 
the  pill  and  the  incidence  of  breast  cancer.  It  additionally 
showed  that  use  of  oral  contraceptives  actually  lowered  the 
incidence  of  endometrial  (lining  of  the  womb)  and  ovarian 
cancer.  Evidence  suggested  that  2,000  endometrial  and 
1 ,700  ovarian  cancer  cases  were  averted  each  year  as  a result 
of  oral  contraceptive  use.  That  positive  news  was  modified 
somewhat  by  a British  report  in  October  that  suggested 
women  who  use  the  pill  have  a 75  percent  greater  risk  of 
devoloping  cervical  cancer. 

Advances  in  human  fertility  research  continued  to  be 
made  during  1983.  Greater  success  was  seen  in  embryo 
transfers  after  fertilization  both  in  vitro  (test-tube)  and  in 
vivo  (human).  An  additional  advance  was  reported  in  an 
October  JAMA,  when  Gary  D.  Hodgen,  PhD,  announced 
the  successful  transfer  of  an  embryo  to  a primate  lacking 
ovarian  function.  The  transfer  depended  upon  hormone 
replacement  therapy  during  early  embryonic  development, 
described  as  a difficult  problem  brilliantly  solved,  according 
to  in  vitro  fertilization  pioneer  Howard  W.  Jones  Jr.,  MD. 

The  relationship  between  dietary  salt  and  blood  pressure 
continued  to  be  probed  by  researchers  during  the  year.  In 
July,  scientists  from  The  Netherlands  published  a report  in 
JAMA  that  offered  the  first  experimental  evidence  in 
humans  that  a lower  salt  diet  leads  to  lower  blood  pressure. 
The  researchers  studied  476  infants  during  the  first  six 
months  of  life,  and  showed  that  those  on  a lower  dietary  salt 
intake  had  statistically  lower  systolic  blood  pressure  than 
those  on  a normal  sodium  diet.  Those  on  a normal  diet  used 
regular  Dutch  formula  milks.  The  low-sodium  formula  was 
similar  to  human  milk  and  was  three  times  lower  in  sodium 
than  the  commercial  formula. 

One  of  the  more  striking  pieces  of  medical  news  during  the 
year  came  in  July,  when  JAMA  published  an  article  that  it 
had  roundly  rejected  84  years  before.  Titled  “The  Gyneco- 
logic Consideration  of  the  Sexual  Act,”  the  paper  by 
Denslow  Lewis,  MD,  was  greeted  with  general  hostility 
when  first  presented  to  the  AMA  at  its  50th  annual  meeting 
in  1899.  At  that  time,  such  papers  were  routinely  published 
by  the  Journal,  but  the  editor  and  AMA  Board  of  Trustees 
at  that  time  refused  to  do  so  on  the  grounds  of  propriety. 
William  H.  Masters,  MD,  of  Masters  & Johnson  Institute, 
hailed  the  paper  and  speculated  that  its  publication  in  1899 
might  have  beneficially  altered  the  study  of  human 
sexuality.  It  was  published  in  July  as  a special  landmark 
paper  to  celebrate  JAMA’s  100  years  of  excellence  in 
medical  reporting. 
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A physical!  was  liable  for  negligent  treatment  of  an  infant 
during  and  after  its  birth,  the  Alabama  Supreme  Court 
ruled. 

The  child’s  mother  was  admitted  to  a hospital  with  a 
diagnosis  of  premature  rupture  of  the  fetal  membrane  and 
loss  of  amniotic  fluids.  Delivery  did  not  take  place  for  over 
48  hours.  Immediately  before  the  delivery,  the  attending 
physician  checked  her  and  said  the  baby  would  be  delivered 
within  the  next  two  hours.  Shortly  after  he  left  the  room,  the 
mother  delivered  in  her  hospital  bed  without  the  assistance 
of  any  physician  and  without  sterile  conditions. 

After  delivery,  the  child  stopped  breathing  and  was 
resuscitated  by  the  anesthetist  on  duty.  The  child  had  poor 
muscle  tone,  was  cyanotic  around  the  mouth  and  nose,  was 
coughing  up  frothy  white  mucus,  and  was  making  grunting 
noises  on  exhalation.  The  infant  showed  signs  of  respiratory 
distress  from  birth.  The  physician  was  called  by  a nurse,  who 
requested  him  to  come  to  the  hospital.  He  arrived  shortly 
after  the  second  request,  but  apparently  did  nothing. 

The  next  morning  he  ordered  the  child  transferred  to  a 
nearby  university  hospital.  The  child’s  condition  continued 
to  deteriorate.  He  was  in  critical  or  terminal  condition  at  the 
time  he  was  transferred  to  the  neonatal  care  center.  The 
diagnosis  was  sepsis  and  probably  meningitis.  The  physician 
was  also  of  the  opinion  that  the  child  had  central  nervous 
system  injury,  secondary  to  the  infection  or  deprivation  of 
oxygen. 

Affirming  a judgment  against  the  physician,  the  Supreme 
Court  said  the  physician  was  properly  held  to  a national 
standard  of  care.  Expert  testimony  indicated  that  there  was 
a very  high  probability  of  infection  from  premature  rupture 
of  the  fetal  membrane.  In  response  to  the  child’s  symptoms, 
the  physician  failed  to  perform  any  laboratory  tests,  other 
than  a blood  count.  Despite  signs  of  an  infection,  no 
antibiotics  were  prescribed.  The  physician  did  prescribe 
caffeine  sodium  benzoate  and  Decadron,  which  one  expert 
said  was  totally  inappropriate  treatment.  Further,  the 
physician  failed  to  utilize  available  referral  services  and 
other  resources  for  advice. 

The  Supreme  Court  also  held  that  the  trial  court  had 
properly  admitted  evidence  that  tended  to  prove  that  the 
physician  had  tampered  with  the  original  medical  chart.  The 


physician  refused  to  answer  questions  about  missing  records 
of  the  child’s  treatment  and  resisted  court  orders  to  disclose 
records  concerning  his  treatment.  The  trial  court  properly 
imposed  sanctions  and  assessed  fees  and  expenses  against 
him,  the  Supreme  Court  said. — May  v.  Moore,  424  So. 2d 
596  (Ala.Sup.CT.,  Dec.  30,  1982) 


Id ASSISTANT  AG A1  Nl^ 
MISSED  BY  N.Y.  COUl 


A suit  by  a physician’s  assistant  against  a physician  for 
alleged  libel  was  properly  dismissed,  the  highest  court  of 
New  York  ruled. 

The  physician  employed  the  physician’s  assistant  to  help 
him  in  his  practice.  While  the  physician  was  on  vacation  to 
recuperate  from  a disease,  he  arranged  for  a fellow  family 
practitioner  to  supervise  the  physician’s  assistant.  When  the 
physician  returned  from  vacation,  bis  assistant  resigned  and 
took  a position  with  the  other  physician. 

The  first  physician  discovered  that  a large  number  of  his 
patients’  confidential  files  were  missing.  After  an  investiga- 
tion, he  determined  that  his  assistant  had  taken  the  files.  He 
wrote  a letter  to  the  licensing  body  for  physician’s  assistants 
registering  a complaint.  He  sent  a copy  of  the  letter  to  the 
physician  who  hired  the  assistant. 

In  an  action  against  the  physician  for  libel  based  on  the 
letter,  a trial  court  denied  the  physician’s  motion  for 
summary  judgment.  An  appellate  court  affirmed,  but  the 
high  court  reversed. 

The  letter  to  the  licensing  board  was  a privileged 
communication  and  could  not  be  the  basis  for  a libel  suit. 
The  copy  of  the  letter  sent  to  the  other  physician  was  also 
subject  to  a qualified  privilege,  because  the  two  physicians 
had  a common  interest  concerning  the  assistant.  In  that  cir- 
cumstance the  court  said  that  the  privilege  extended  to  the 
copy  of  the  letter. 

Absent  evidence  of  malice,  there  was  no  action  for  libel, 
and  the  trial  court  should  have  dismissed  the  action,  the  high 
court  said. — Buckley  v.  Litman,  457  N.Y.S.2d  221,  443 
N.E.2d  469  (N.Y.Cf  of  App.,  Dec.  14,  1982) 


. PHYSICIAN  LIABLE  FOR 
WRONGFUL  DEATH  OF  CHILD 


A physician  was  liable  for  the  death  of  a newborn  infant, 
but  was  not  liable  for  negligent  infliction  of  emotional 
distress  to  the  mother,  the  highest  court  of  Massachusetts 
ruled. 

The  mother  gave  birth  to  the  full-term  infant  on  August 
28,  1977.  The  baby  was  gray-blue  in  color,  and  the  physician 
handed  him  to, a nurse  with  instructions  to  “snap”  his  feet 
and  give  him  oxygen.  He  listened  to  the  infant’s  heartbeat 
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with  a stethoscope  and  then  walked  away.  He  said  to  the 
mother,  “It  doesn’t  look  good.  I can’t  hear  beat”.  He  then 
stayed  on  the  opposite  side  of  the  delivery  room,  away  from 
the  baby,  for  about  ten  minutes. 

The  infant  suffered  severe  brain  damage  and  asphyxia.  He 
was  later  transferred  to  a children’s  hospital,  where  a gastro- 
tomy  was  performed  to  facilitate  his  eating.  The  infant  died 
about  two  months  after  birth.  After  his  death  his  mother 
suffered  from  severe  depression,  resulting  in  weight  loss, 
restlessnes,  sleeplessness,  and  loss  of  sexual  interest. 

In  an  action  against  the  physician,  the  mother  claimed 
damages  from  intentional  infliction  of  emotional  distress 
and  the  wrongful  death  of  the  child.  At  trial  the  physician 
conceded  that  he  did  not  act  in  accordance  with  proper 
medical  standards.  He  claimed  the  death  was  due  to  a 
congenital  malformation  of  the  gastrointestinal  tract.  A jury 
found  against  the  physician  on  both  claims,  but  the  trial 
court  granted  his  motion  for  a verdict  in  his  favor  on  the 
emotional  distress  claim. 

Affirming  the  trial  court’s  decision,  the  high  court  said 
that  the  evidence  supported  a finding  that  the  physician’s 
negligence  had  caused  the  infant’s  death.  However,  the 
mother’s  claim  for  negligent  infliction  of  emotional  distress 
failed  because  there  was  insufficient  evidence  of  emotional 
distress  at  the  time  of  the  physician’s  negligence  in  the 
delivery  room.  Her  distress  appeared  to  begin  at  the  time  of 
the  child’s  death  some  two  months  later.  In  order  to  recover, 
her  emotional  distress  must  follow  closely  on  the  heels  of  the 
negligent  act,  the  court  said. — Miles  v.  Edward  O.  Tabor, 
M.D..  Inc.,  443  N.E.2d  1302  (Mass. Sup. Jud.Ct.,  Dec.  28, 
1982) 

T $982,000  AWARDED  TO 
= SEMICOMATOSE  PATIENT 

A trial  court  erred  in  granting  judgment  for  a hospital 
contrary  to  a jury  verdict  of  $982,000  in  favor  of  a patient,  a 
California  appellate  court  ruled. 

The  patient  was  coming  out  of  anesthesia  after  a routine 
surgical  procedure  to  remove  an  ovarian  cyst.  She  went  into 
cardiac  arrest  and  suffered  a severe  loss  of  oxygen  to  her 
brain,  resulting  in  permanent  and  total  paralysis.  She 
became  permanently  semi-comatose.  A unanimous  jury 
awarded  the  29-year-old  patient  $982,000  in  damages. 
Although  there  was  uncontradicted  evidence  that  the 
hospital  was  negligent  in  inadequately  staffing  the  OR  at  a 
most  critical  period,  the  trial  court  granted  judgment  in 
favor  of  the  hospital. 

On  appeal,  the  appellate  court  said  that  the  evidence  was 
overwhelming  that  the  patient’s  injuries  were  a direct  result 
of  the  failure  of  hospital  personnel  to  monitor  and  render 
aid  when  needed.  At  the  time  the  patient  suffered  the 
complications,  only  the  anesthesiologist  and  the  OR 
technician  were  present  in  the  operating  room.  The  operat- 
ing surgeon  had  left  the  room  to  prepare  for  another 
operation.  The  circulating  nurse  had  also  left  the  room  in 
response  to  a call  from  the  physician. 

The  expert  testimony  was  uncontradicted  that  vigilance  in 
monitoring  changes  in  a patient’s  condition  was  critically 
important.  Signs  of  deterioration  would  have  been 
observable  for  several  minutes  before  the  patient  reached  a 
severe  hypoxic  condition.  Proper  vigilance  would  have 


recognized  the  symptoms  and  enabled  prompt  remedial 
measures,  the  court  said.  ‘ 

The  court  reinstated  the  jury’s  verdict  for  the 
patient. — Czubinsky  v.  Doctors  Hospital,  188Cal.Rptr.  685 
(Cal.Ct.  of  App.,  Jan.  24,  1983) 

JUVENILE  COURT  ALLOWED  TO  RULE  ON 
REQUEST  FOR  REMOVAL  OF  LIFE 
^ SUPPORT  EQUIPMENT 

A juvenile  court  had  jurisdiction  to  rule  on  a request  by 
the  parents  of  an  infant  born  with  irreversible  brain  damage 
to  remove  the  life-support  equipment,  the  Louisiana 
Supreme  Court  ruled.  ¡ 

The  parents,  the  attending  neonatalists,  and  the  hospital 
requested  the  juvenile  court  to  conduct  a hearing  and 
declare  that  the  child  was  in  a continued  profound  comatose 
state  with  no  reasonable  medical  chance  of  recovery.  The 
court  appointed  an  attorney  to  represent  the  child,  but  then 
dismissed  the  suit  on  the  ground  it  not  have  jurisdiction  over 
the  subject. 

On  appeal,  the  Supreme  Court  said  that  the  court  did 
have  jurisdiction  to  adjudicate  the  proceedings.  A statute 
that  recognized  the  right  of  a permanently  comatose  child  to 
have  his  parents  and  physician  discontinue  medical  treat- 
ment under  specified  circumstances  was  not  unconstitut- 
ional. The  court  said  that  the  statute  did  not 
unconstitutionally  intrude  into  the  judicial  function.  The 
court  cited  cases  from  other  jurisdictons  in  recognizing  a 
right  in  the  child  to  discontinuance  of  artificially  sustained  ( 

life.  I 

The  case  was  remanded  to  the  juvenile  court  for  further 
proceedings. — In  re  P.V.W.,  424  So. 2d  1015  (La.Sup.Ct., 
Dec.  10,  1982) 

TUBAL  LIGATION  SUIT  BARRED  I 

BY  TIME  LIMIT  . 

A medical  malpractice  action  based  on  an  unsuccessful 
sterilization  procedure  was  barred  by  the  statute  of 
limitations,  the  highest  court  of  Maine  ruled. 

A physician  performed  a tubal  ligation  on  the  patient  on 
December  22,  1978.  On  May  20,  1981,  she  learned  that  she 
was  pregnant.  In  November  1981,  she  filed  suit  against  the 
physician  and  the  hospital.  She  sought  to  recover  damages 
for  pain  and  suffering,  medical  expenses,  and  child-rearing 
expenses.  A trial  court  dismissed  the  action  as  barred  by  the 
statute  of  limitations. 

On  appeal,  the  patient  urged  the  highest  court  of  the  state 
to  extend  the  discovery  rule  to  faulty  sterilization  cases.  The 
high  court  had . earlier  applied  the  discovery  rule  to 
malpractice  cases  involving  foreign  objects  left  in  a patient’s 
body.  In  its  decision  the  high  court  said  that  the  newly 
adopted  discovery  rule  would  be  applied  only  to  surgical 
malpractice  on  and  after  May  4,  1982,  the  date  of  its 
decision. 

The  court  refused  to  apply  the  discovery  rule  retroactively 
and  ruled  that  the  patient’s  claim  was  barred  because  it  was 
not  filed  within  two  years  of  the  date  of  the  tubal 
ligation. — Box  v.  Walker,  453  A. 2d  1 181  (Me. Sup. Jud.Ct., 
Jan.  6,  1983) 
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Columna  del  Editor 


Queremos  en  este  nú- 
mero continuar  ex- 
presando el  sentir  de  la 
Junta  Editora  en  cuanto 
a la  finalidad  y forma  de 
de  los  artículos  sometidos 
para  publicación  en  nues- 
tro Boletín.  Partimos  de 
la  premisa  que  los 
artículos  científicos  cons- 
tituyen aún  uno  de  los  medios  de  comunicación  más  impor- 
tantes en  la  Medicina.  Sus  objetivos  principales  son  tres:  1) 
divulgar  los  avances  de  los  diferentes  campos  de  la  medicina; 
2)  que  sean  de  beneficio  didáctico  y 3)  permitir  la  crítica  edi- 
ficante de  estudios  publicados  previamente.  El  proporcio- 
nar un  estímulo  profesional  y cierta  promoción  personal 
ocupa  un  rol  secundario.  Las  cualidades  que  a nuestro  juicio 
debe  poseer  un  artículo  científico  para  merecer  su  publica- 
ción son  principalmente:  originalidad;  interés  científico  y 
práctico;  valor  didáctico  y particularmente  su  redacción  y 
presentación.  No  se  requiere  que  la  originalidad  sea  abso- 
luta, puede  que  sea  refiriéndose  a un  aspecto  del  tema  pero 
casi  siempre  debe  estar  basado  en  experiencias  propias.  La 
originalidad  puede  constituir  en  continuar  vías  de  investiga- 
ción aún  incompletas  o enfocadas  desde  otro  aspecto.  La 
publicación  de  un  artículo  que  se  limita  a reproducir  conclu- 
siones previamente  establecidas  no  está  justificada. 

El  interés  científico  y práctico  dependerá  en  gran  medida 
de  la  originalidad  y de  la  metodología  usada  para  que  sus 
conclusiones  puedan  ser  válidas.  El  valor  didáctico  de  un 
artículo  dependerá  tanto  de  la  calidad  científica  de  sus  con- 
clusiones así  como  de  la  información  práctica  y de  su  redac- 
ción y presentación.  Como  mencionara  el  mes  pasado,  estos 
dos  últimos  aspectos  son  la  causa  más  frecuente  de  rechazo 
de  artículos  para  publicación.  En  ocasiones  es  lastimoso  ver 
cómo  muchos  artículos  de  valor  científico  y didáctico  son 
rechazados  por  este  motivo.  Aconsejamos  a los  autores  más 
jóvenes,  o menos  experimentados  en  el  aspecto  de.  la 
publicación  de  artículos  científicos,  que  utilicen  como  guía 
las  Instrucciones  a los  Autores  que  aparecen  cuatro  veces  al 
año  en  el  Boletín.  En  este  número  aparecen  actualizadas 
conforme  a las  normas  establecidas  por  el  Comité 
Internacional  de  Editores  de  Revistas  Médicas.  Estas 
normas  son  las  utilizadas  por  la  mayoría  de  las  revistas 
médicas  y son  las  que  se  deben  seguir  al  redactar  artículos 
para  su  publicación.  Esperamos  se  familiaricen  con  ellas 
pues  la  Junta  entiende  que  deben  aplicarse  en  todo  trabajo 
sometido  para  poder  cumplir  con  los  requisitos  de  una 
buena  presentación  y redacción. 

Rafael  Víllavicencio,  MD,  FACC 

Presidente  Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
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NUESTRA  PORTADA 

El  Estudiante,  de  Francisco  Oiler  y Cestero,  nacido  en  Bayamón,  en 
1833.  A los  18  años,  se  traslada  por  dos  años  a Madrid  y tiene  corno  maestro 
a Federico  Madrazo.  En  1858  va  a París  y son  sus  preceptores  Thomas 
Couture  y Gustavo  Courbet.  Establece  más  tarde  contacto  con  los  pintores 
revolucionarios  de  la  época:  Manet,  Pizarro,  Monet  y Cézanne,  convirtién- 
dose en  el  primer  artista  de  habla  hispana  en  seguir  el  estilo  impresionista. 

En  Puerto  Rico  pintó  £/  Velorio,  Un  mendigo.  Un  cesante,  E! almuerzo 
del  rico.  El  almuerzo  de!  pobre.  La  escuela  de!  Maestro  Rafael  y muchos 
otros.  Su  cuadro  El  estudiante,  gracias  a una  donación  privada,  se  encuen- 
tra en  el  Museo  del  Louvre,  de  París,  y dos  cuadros  impresionistas,  hoy  en 
la  colección  del  Instituto  de  Cultura,  recibieron  una  extraordinaria  critica 
de  Juan  Antonio  Gaya  Ñuño,  quien  lo  compara  con  los  mejores  pintores 
franceses  de  su  época. 

Oiler  formó  varios  discípulos  suyos  aquí  en  San  Juan.  Alrededor  de  1912 
dio  clases  de  arte  en  la  entonces  incipiente  Universidad  de  Puerto  Rico. 
Falleció  en  1917. 

La  Asociación  Médica  de  Puerto  Rico  ha  iniciado  gestiones  formales 
para  lograr  el  traslado  de  El  Estudiante  a nuestra  Isla.  Su  logro  será  un  gran 
triunfo  y sin  duda  enriquecerá  significativamente  el  patrimonio  artístico 
puertorriqueño. 
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¿Epidemia  de  Cáncer? 


En  el  1981  se  diagnosticaron  6081  casos  nuevos  de 
cáncer  en  Puerto  Rico,  y fallecieron  por  enfermedad 
3,343  personas.  Esta  incidencia  excluye  los  carcinomas 
básales  y espinocelulares  de  piel.  La  prevalencia  del  cáncer 
en  Puerto  Rico  es  de  aproximadamente  26,000  casos.  Esto 
representa  una  tasa  de  incidencia  de  230.7,  100,000  habi- 
tantes y una  tasa  de  mortalidad  de  207.1,  siendo  ésta  la 
incidencia  más  baja  de  toda  la  nación,  aunque  no  así  la 
mortalidad,  siendo  ésta  la  segunda  después  de  Utah. 

Se  ha  hablado  mucho  sobre  una  presunta  epidemia  de 
cáncer.  Cada  día  se  escucha  o se  lee  en  torno  a un  nuevo 
riesgo  añadido  a nuestro  medioambiente.  La  población 
muestra  una  creciente  alarma,  llegando  muchos  a creer  que 
todo  causa  cáncer. 

Un  análisis  de  los  datos,  sin  embargo,  revelan  otro 
cuadro.  En  el  1950  la  tasa  de  incidencia  de  cáncer  fue  de 
185.3  100,000  habitantes.  En  31  años  se  ha  observado  un 
aumento  de  45.4  en  la  tasa  de  incidencia,  o sea  un  poco 
menos  de  1.5  nuevos  casos  por  año  por  100,000  habitantes, 
hasta  llegar  a la  tasa  presente  de  230.7. 

En  cuanto  a la  mortalidad,  la  tasa  en  1950  era  de  1 16.9  por 
100,000  habitantes,  mientras  que  en  el  1981  fue  de  1 19.2.  No 
se  evidencia  cambio  apreciable  en  mortalidad,  lo  cual  indica 
que  en  relación  a la  incidencia  la  mortalidad  está  descen- 
diendo. Específicamente,  la  razón  de  incidencia  a 
mortalidad  en  1950  era  de  185.3/  1 16.9,  esto  es,  1.58  casos 
nuevos  por  defunción.  En  el  1981  estas  cifras  eran 
230.7/  1 19.2  o una  razón  de  1.93  casos  por  cada  defunción. 

Las  cifras  vertidas  arriba  revelan  una  leve  baja  en  la  mor- 
talidad general  en  relación  a la  incidencia.  Ahora  bien,  la 
siguiente  tabla  desglosa  estos  datos  por  sexo: 

Tasa  de  Incidencia/ 100,000 


1950  1981 

Hombres  81.7  117.7 

Mujeres  103.6  113.0 


Tasa  de  Mortalidad/ 100,000 

1950  1981 

Hombres  55.5  71.5 

Mujeres  61.4  47.7 


Lo  más  notable  en  estas  tablas  lo  es  el  dato  de  mortalidad: 
la  mortalidad  por  cáncer  en  la  mujer  puertorriqueña  ha 
disminuido  notablemente  en  los  últimos  31  años,  producto 
esto,  en  parte,  de  la  marcada  baja  en  incidencia  de  cáncer 
gástrico  al  igual  que  la  campaña  de  detección  de  cáncer  del 
cuello  uterino  entre  otros  factores. 

En  el  1951  la  tasa  de  mortalidad  para  cuello  uterino  era  de 
20.9,  100,000  mujeres;  en  1981  de  4.0/  100,000  mujeres.  Esto 
a pesar  de  que  la  incidencia  del  cáncer  del  cuello  uterino  ha 
permanecido  virtualmente  inalterada  durante  los  últimos  30 
años.  No  sabemos  el  impacto  que  haya  tenido  la  práctica  de 
la  histerectomía,  pues  esto  hace  que  haya  una  no  determi- 
nable disparidad  entre  el  número  de  úteros  a riesgo  con- 
trastado con  el  número  de  mujeres. 

Ahora  bien,  si  examinamos  el  cuadro  de  porcentaje  de  las 
localizaciones  más  frecuentes  notamos  la  siguiente  distribu- 
ción, en  1981,  para  los  varones: 


SITIO 

Tubo  digestivo  hasta 
estómago 
Vías  respiratorias 
Tubo  digestivo  distal 
Próstata 

y para  las  mujeres: 

SITIO 


Seno 

Tracto  genital 
Vías  digestivas 
Vías  respiratorias 


% DEL  TOTAL 
22.9% 

13.0% 

9.2% 

19.3% 


% DEL  TOTAL 

20.7% 

26.6% 

15.2% 

3.9% 


Existe  una  amplia  literatura  que  asocia  el  cáncer  del 
tracto  aerodigestivo  superior  a la  combinación  de  cigarrillo 
y alcohol,  el  cáncer  de  vías  respiratorias,  páncreas  y vejiga  al 
cigarrillo,  y el  cáncer  de  tubo  digestivo  distal  y algunos 
órganos  del  tracto  genital  tanto  femenino  como  masculino  a 
las  dietas  altas  en  grasa  y bajas  en  fibra. 

El  cuadro  de  cáncer  en  1981  es  producto  del  Puerto  Rico 
del  1960,  ya  que  el  período  de  latencia  de  la  enfermedad  es 
del  orden  de  las  dos  décadas.  Más  aún,  los  cancerosos  del 
año  2,000  están  caminando  por  las  calles  de  Puerto  Rico, 
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albergando  una  lesión  iniciada,  en  vías  de  progresión  a 
expresión  clínica  pasadas  las  próximas  dos  décadas.  Lo 
sorprendente  es  que  para  el  40%  de  estas  malignidades 
existen  ya  métodos  sensitivos  y específicos  para  detección 
temprana. 

Aún  más  interesante  es  el  hecho  de  que  los  cánceres 
-asociados  al  tabaco  y al  alcohol  representan  el  35.9%  de  los 
cánceres  en  el  varón  y el  3.9%  en  la  mujer.  Si  en  el  1963, 
atendiendo  los  reclamos  del  Cirujano  General,  se  hubiesen 
implantado  campañas  eficaces  para  la  prevención  o descon- 
tinuación de  estos  hábitos  se  podrían  haber  evitado  1 140 
casos  de  cáncer  en  varones  y 1 13  en  la  mujer,  para  un  total  de 
1 153  casos  de  cáncer  en  el  1981. 

Si  añadimos  a esto  221  carcinomas  de  cuello  uterino  que 
debieron  descubrirse  in  situ  mediante  una  citología,  estamos 
ya  en  la  cifra  de  1804,  ó el  30%  de  las  malignidades  diagnos- 
ticadas en  1981. 

Si  restásemos  esta  cifra  a la  casuística  de  cáncer  de  1981, 
restarían  4277  pacientes  nuevos  con  cáncer.  El  dato  más 
contundente  que  se  desprende  de  este  análisis  es  que  si 
excluimos  las  malignidades  autoinfligidas  por  nuestros 
hábitos,  tales  como  el  fumar  y el  alcohol,  la  incidencia  de 
cáncer  en  Puerto  Rico  viene  descendiendo  desde  1950,  de 
una  incidencia  entonces  de  185.  3/ 100,000  habitantes  a una 
incidencia  en  1981  de  160/ 100,000  habitantes.  Más  aún,  la 
tasa  de  mortalidad  habría  descendido  de  116.7/100,000 
habitantes  en  1950  a,  como  mínimo,  106.6/100,000 
habitantes  en  1981. 

¿En  dónde  está  la  epidemia?  Tal  epidemia  no  existe.  Lo 
que  sí  existe  es  una  ausencia  de  una  política  médica  eficaz 
dirigida  a la  prevención  y la  detección  temprana.  Los 
avances  de  la  cirugía,  la  radioterapia  y la  quimioterapia  no 
se  han  hecho  sentir  en  mejorar  la  sobrevivencia  de  cáncer  en 
Puerto  Rico,  es  hora  que  repliquemos  el  loable  logro  de 
cáncer  del  cuello  uterino  en  boca,  faringe,  seno,  pulmón  y 
otros  órganos  donde  la  prevención  primaria  o secundaria  es 
técnicamente  factible  y rinde  demostrados  beneficios. 

Según  nos  lo  muestra  el  dato  de  una  tasa  de  mortalidad 
por  100,000  habitantes  de  116.7  en  1950  y 119.2  en  1981. 


Angel  Román  Franco,  M.D. 

Director  Centro  Integral  de  Cáncer 
Profesor  Asociado  de  Patología 
Recinto  de  Ciencias  Médicas 
Universidad  de  Puerto  Rico 
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Mujer  de  50  años  con  historial  de  hipertensión  arterial,  fallo  congestivo  cardíaco  progresivo  y episodios 
periódicos  de  “calentones”  o rubicundez  con  sudoración  profusa  atribuidas  a la  menopausa. 

La  paciente  fue  admitida  al  hospital  debido  a dolor  de  pecho  severo,  acompañado  de  dificultad  para  respirar  y cianosis. 
Falleció  al  día  siguiente.  La  autopsia  reveló  un  infarto  agudo  del  miocardio  y un  tumor  en  el  área  adrenal  derecha.  (Fig.  1). 


¿Cuál  es  su  diagnóstico? 

a.  Meduloblastoma 

b.  Feocromocitoma 

c.  Tumor  de  Wilms 

d.  Aldosteronoma 

e.  Carcinoma  del  riñón, 
hipernefroma 
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Feocromocitoma 

Tumor  benigno  de  la  médula  adrenal  que  ocurre  más 
comunmente  en  adultos,  entre  los  40  y 50  años  de  edad,  y es 
considerado  como  causa  de  hipertensión  arterial  en  menos 
de  uno  por  ciento  (1%). 

El  feocromocitoma  es  un  tumor  raro,  pues  ocurre  un  caso 
por  200,000  habitantes;  5%  de  los  casos  presentan  un 
comportamiento  maligno  con  metastasis. 

Estos  tumores  derivan  de  las  células  para-ganglionares 
intra  o extra  adrenales.  (Tabla  1).  Las  células  para- 
ganglionares  derivan  de  la  cresta  neural  y contienen  en  su 
citoplasma  cuerpos  cromafínicos  y sintetizan  las  cateco- 
laminas  (nor-epinefrina  y epinefrina). 


TABLA  I 


Feocromocitoma 

Adultos 

Niños 

Adrenal  derecha 

54 

4 

Adrenal  izquierda 

29 

2 

Bilateral 

2 

1 

Extra-adrenal 

12 

5 

Toráxico 

0 

1 

Paraganglia  abdominal 

5 

1 

Organo  de  Zuckerkand 

6 

3 

Vejiga  urinaria 

1 

0 

Melicow.  MM.  Cáncer  40:1987-2004.  1977. 


Los  tumores  extra-adrenales  se  llaman  paragangliomas 
cromafínicos  y ocurren  en  el  retroperitoneo,  arriba  de  la 
bifurcación  de  la  aorta,  en  el  área  celiaca,  pegados  a la 
vejiga,  en  el  ovario,  mediastino,  intratorácicos  e intracra- 
neales. 

Las  manifestaciones  clínicas  proteicas  que  presentan  los 
pacientes  con  feocromocitomas  se  deben  a la  producción 
aumentada  de  catecolaminas  (Tabla  II).  Catorce  porciento 
de  los  feocromocitomas  son  no-funcionales  y se  encuentran 
como  hallazgo  quirúrgico  o de  autopsia. 

TABLA  II 

Manifestaciones  Clínicas  Comunes  de  Feocromocitoma 
Atríbuibles  a la  Secreción  de  Catecolamina 

1.  Hipertensión 

2.  Sudoración 

3.  Paroxismos  de  palidez  o rubicundez 

4.  Palpitación  y taquicardia 

5.  Dolor  de  cabeza 

6.  Anorexia,  pérdida  de  peso 

7.  Comportamiento  psicótico 

8.  Hipermetabolismo,  hiperglicemia 

9.  Disminución  de  la  motilidad  gastrointestinal 

10.  Hipotensión  postural 

Endocrinología.  Roben  H.  iVilliams,  4 la.  edición  - iV.B.  Saunders,  1968. 

Los  pacientes  con  feocromocitomas  presentan  usual- 
mente hipertensión  arterial,  ya  que  la  nor-epinefrina 
produce  contracción  de  la  pared  vascular  particularmente 


de  las  arteriolas  y así  aumenta  la  resistencia  periférica  que  es 
el  sustrato  patofisiológico  de  la  hipertensión.  En  ocasiones, 
los  pacientes  con  feocromocitoma  presentan  episodios  de 
hipotensión  debido  a que  segregan  mayormente  epinefrina  o 
dopamina,  que  es  un  vasodilatador  potente. 

La  hipertensión  arterial  puede  ser  sostenida  (50%)  o 
paroxística  (40-50%).  Uno  a 10%  de  los  casos  se  presentan 
sin  hipertensión.  Uno  de  los  síntomas  más  comunes  en  estos 
pacientes  es  la  sudoración,  la  cual  suele  ser  episódica  y 
acompañada  o no  de  palidez  o rubicundez. 

En  ocasiones,  las  manifestaciones  clínicas  son  una 
combinación  de  síntomas  que  sugieren  otras  enfermedades, 
haciendo  difícil  el  diagnóstico  de  feocromocitoma. 

Muchos  pacientes  se  presentan  con  poliuria  en  asociación 
con  aumento  de  los  niveles  sanguíneos  de  glucosa,  lo  cual 
sugiere  diabetes  melitus. 

Otras  condiciones  con  las  cuales  puede  confundirse  el 
cuadro  clínico  de  feocromocitoma  incluyen;  pancreatitis 
aguda,  sepsis  por  organismos  gram  negativos,  cólico  biliar, 
arteritis  craneal,  porfiria  aguda,  tumor  cerebral,  fiebre  de 
origen  desconocido,  hiperventilación,  insuficiencia  adrenal 
aguda,  y síndrome  de  carcinoide. 

Hay  ciertas  enfermedades  familiares  o hereditarias 
asociadas  con  feocromocitomas,  como  son:  neurofibro- 
matosis (Von  Recklinghausen),  Von  Hippel-Lindau  y 
Sturge-Weber. 

Es  también  notoria  la  asociación  de  feocromocitoma  con 
tumores  de  células  de  sistema  APUD  (apudomas).  Los 
pacientes  con  el  síndrome  de  Sipple,  o sea,  tumores  endocri- 
nos múltiples  tipo  II  (MEA  II)  caracterizado  por  carcinoma 
medular  de  tiroides  e hiperparatiroidismo  presentan 
también  feocromocitomas. 

Patología 

El  feocromocitoma  es  un  tumor  usualmente  solitario 
aunque  puede  ser  múltiple  o bilateral  que  varía  en  tamaño 
desde  una  lesión  microscópica  incidental  hasta  un  tumor  de 
cinco  (5)  libras.  El  tamaño  promedio  es  de  cinco  (5)  a seis  (6) 
centímetros  y 90  gramos  de  peso.  El  feocromocitoma  es  un 
tumor  redondeado,  cincunscrito,  gris  o rojizo  en  color,  y 
redondeado  por  tejido  de  corteza  adrenal  que  presenta  áreas 
quísticas,  hemorragias,  calcificaciones  y zonas  de  tejido 
fibroso  denso. 

Histológicamente,  estos  tumores  muestran  gran  variabi- 
lidad en  las  células  que  lo  componen,  en  su  arreglo  y en  sus 
núcleos.  Las  células  son  usualmente  grandes,  poligonales 
(Fig.  II)  con  citoplasma  granular.  Hay  gigantismo  nuclear  e 


Figura  2 
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hipercromatismo.  Las  células  se  arreglan  en  cordones  o 
grupos  separados  por  bandas  finas  de  tejido  conectivo.  El 
citoplasma  de  las  células  tumorales  muestra  gránulos 
basofílicos  o puede  ser  vacuolado.  Con  la  tinción  de  PAS  se 
demuestran  gránulos  rosado  oscuro. 

La  reacción  cromafínica  es  positiva  tanto  en  el  tejido 
fresco  como  en  las  secciones  fijadas  en  formalina.  Esta 
reacción  está  basada  en  la  oxidación  de  pigmentos 
cromogénicos  por  el  dicromato  de  potasio,  formándose  un 
pigmento  de  color  rojo-marrón,  lo  cual  indica  la  producción 
de  epinefrina  y nor-epinefrina.  También  se  practica  la 
extracción  química  de  catecolaminas  del  tejido  fresco. 

El  diagnóstico  clínico  de  feocromocitoma  está  basado  en 
la  determinación  de  los  niveles  urinarios  de  catecolaminas  y 
sus  metabolitos. 

Los  metabolitos  son  ácido  vanilmandélico,  metanefrina  y 
normetanefrina.  La  excreción  urinaria  de  ácido  vanil 
mandélico  (VMA)  no  debe  exceder  ocho  (8)  miligramos  en 
24  horas,  y la  excreción  de  metanefrina  y nor-metanefrina, 
1.3  miligramos  en  24  horas. 

Con  estas  pruebas  se  detectan  del  80  al  90  por  ciento  de  los 
casos.  Si  estas  pruebas  son  negativas,  entonces  se  debe  hacer 
una  determinación  de  excreción  urinaria  de  catecolaminas, 
siendo  las  cifras  normales  0.02  miligramos  en  24  horas  para 
epinefrina  y 0.08  miligramos  en  24  horas  para  nor- 
epinefrina. 

La  tomografía  computarizada  ha  sustituido  los  otros 
métodos  radiográficos  en  el  diagnóstico  de  tumores  de  la 
adrenal.  El  tratamiento  es  quirúrgico. 
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BRIEF  SUMMARY  ^ 

PR0C*R0l*  • (niledipine)  CAPSULES  For  Ofal  Use 

INDICATIONS  AND  USAGE:  I.  Vasospastic  Angina:  PROCARDiA  (niledipme)  is  mdiuled  lor  the 
management  ol  vasospastic  angina  conlirmed  by  any  ol  the  toilowing  criteria  t ) classical  pattern 
ot  angina  at  rest  accompanied  by  ST  segment  elevation,  2)  angina  or  coronary  artery  spasm  pro- 
voked by  ergonovine  or  3)  angiographically  demonstrated  coronary  artery  spasm  In  those  patients 
whp  have  had  angiography,  the  presence  ol  signilicant  fixed  obstructive  disease  is  not  incompatible 
with  the  diagnosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied  PROCARDIA 
may  also  be  used  where  the  clinical  presentation  suggests  a possible  vasospastic  component  but 
where  vasospasm  has  not  been  conlirmed  eg,  where  pain  has  a variable  threshold  on  exertion  or 
in  unstable  angina  where  electrocardiographic  findings  are  compatible  with  intermittent  vasp- 
spasm  or  when  angina  is  refractory  to  nitrates  and/or  adeguate  doses  ol  beta  blockers 
It  Chronic  Stable  Angina  (Classical  EHort-Associated  Angina):  PROCARDIA  is  indicated  lor 
the  management  ol  chronic  stable  angina  (eborl-associated  angina)  without  evidence  ol  vasospasm 
in  patients  who  remain  symptomatic  despite  adequate  doses  ol  beta  blockers  and  or  organic  nitrates 

or  who  cannot  tolerate  those  agents  ^ 

In  chronic  stable  angina  (ettort-associaled  angina)  PROCARDIA  has  been  elteclive  in  controlled 
Inals  ol  up  to  eight  weeks  duration  in  reducing  angina  frequency  and  increasing  exercise  tolerance, 
but  conlirmalion  ol  sustained  ellectiveness  and  evaluation  ol  long-term  safety  m those  patients  are 

''controlled  studies  m small  numbers  ol  patients  suggest  concomitant  use  ol  PROCARDIA  and 
beta  blocking  agents  may  be  beneficial  in  patients  with  chronic  stable  angina  but  available  inlor- 
malion  is  not  suflicieni  to  predict  with  confidence  the  etiects  ol  concurrent  treatment,  especially  in 
patients  with  compromised  let!  ventricular  function  or  cardiac  conduction  abnormalities  When  in- 
troducing such  concomitant  therapy,  care  must  be  taken  to  monitor  blood  pressure  closely  since 
severe  hypotension  can  occur  from  the  combined  effects  ol  the  drugs  (See  Warnings  ) 
CONTRAINDICATIONS:  Known  hypersensitivity  reaction  to  PROCARDIA 
WARNINGS:  Excessive  Hypotension:  Although  m most  patients,  the  hypotensive  effect  ol 
PROCARDIA  IS  modest  and  well  tolerated,  occasional  patients  have  had  excessive  and  poorly  tol- 
erated hypotension  These  responses  have  usually  occurred  during  initial  titration  or  at  the  time  ol 
subsequent  upward  dosage  adiustmeni,  and  may  be  more  likely  m patients  on  concomitant  beta 

Severe  hypotension  and  or  increased  lluid  volume  requirements  have  been  reported  in  patients 
receiving  PROCARDIA  together  with  a beta  blocking  agent  who  underwent  coronary  artery  bypass 
surgery  using  high  dose  tentanyl  anesthesia  The  interaction  with  high  dose  lentanyl  appears  to  be 
due  to  the  combination  ol  PROlÍARDIA  and  a beta  blocker  but  the  possibility  that  it  may  occur  with 
PROCARDIA  alone  with  low  doses  ot  tentanyl  in  other  surgical  procedures  or  with  other  narcotic 
analgesics  cannot  be  ruled  out  In  PROCARDIA  treated  patients  where  surgery  using  high  dose 
lentanyl  anesthesia  is  contemplated  the  physician  should  be  aware  ot  these  potential  problems  and 
it  the  patient's  conditipn  permits,  sutticient  lime  (at  least  36  hours)  should  be  allowed  lor 
PROCARDIA  to  be  washed  out  ot  the  body  prior  to  surgery 

Irtcreased  Angina:  Occasional  patients  have  developed  well  documented  increased  Irequency  du- 
ration  or  seventy  of  angina  on  starting  PROCARDIA  or  al  the  lime  ol  dosage  increases  The  mech- 
anism ot  this  response  is  not  established  but  could  result  Irom  decreased  coronary  perfusión 
associated  with  decreased  diastolic  pressure  with  increased  heart  rale  or  from  increased  demand 
resulting  from  increased  heart  rate  alone  . , .a  i , .k 

Beta  Blocker  Withdrawal:  Patients  recently  withdrawn  from  beta  blockers  may  develop  a witri- 
drawal  syndrome  with  increased  angina  probably  related  to  increased  sensitivity  to  catechol- 
amines Initiation  ot  PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected 
to  exacerbate  it  by  provoking  reflex  catecholamine  release  There  have  been  occasional  reports  o 
increased  angina  in  a setting  of  beta  blocker  withdrawal  and  PROCARDIA  initiation  It  is  important 
to  taper  beta  blockers  if  possible  rather  than  stopping  them  abruptly  before  beginning 
PROCARDIA 

Conaestive  Heart  Failure;  Rarely  patients  usually  receiving  a beta  blocker  have  developed  heart 
failure  after  beginning  PROCARDIA  Patients  with  tight  aortic  stenosis  may  be  al  greater  risk  lor 
such  an  event 

PRECAUTtONS  Generai:  Hypotension:  Because  PROCARDiA  decreases  peripheral  vascular 
resistance  carelul  monitoring  ol  blood  pressure  during  the  initial  aOminislraiion  and  titration 
ol  PROCARDIA  IS  suggested  Close  observation  is  especially  recommended  lor  patients  already 
lakiqg  medications  that  are  known  to  lower  blood  pressure  (See  Warnings  I 
Peripheral  edema  Mild  to  moderate  peripheral  edema  typically  associated  with  arterial  vaso- 
dilation and  not  due  to  left  ventricular  dyslunclion  occurs  m about  one  m ten  patients  treated  with 
PROCARDIA  This  edema  occurs  primarily  in  the  lower  extremities  and  usually  responds  to  diuretic 
therapy  With  patients  whose  angina  is  complicated  by  congestive  heart  failure  care  shrjuld  be  taken 
to  dilterentiale  this  peripheral  edema  Irom  the  etiects  ol  increasing  left  ventricular  dyslunclion 
Drug  Interactions:  Beta-adrenergic  blocking  agents  (See  Indications  and  Warnings  ) Experience 
in  over  1400  patients  in  a non-comparative  clinical  trial  has  shown  that  concomitant  administration 
ot  PROCARDIA  and  beta-blocking  agents  is  usually  well  tolerated  but  there  have  been  occasiona 
literature  reports  suggesting  that  the  combination  may  increase  the  likelihood  ot  congestive  heart 
failure  severe  hypotension  or  exacerbation  ol  angina  ^ . k .....  k,  . 

Long-acting  nitrates  PROCARDIA  may  be  safely  co  administered  with  nitrates  but  there  have 
been  no  controlled  studies  to  evaluate  the  antiangmal  ellectiveness  ol  this  combination 
Dioilalis  Administration  ol  PROCARDIA  with  digoxin  increased  digoxm  levels  in  nine  ol  twelve 
normal  volunteers  The  average  increase  was  45%  Another  investigator  found  no  '"crease  in  dn 
goxin  levels  in  thirteen  patients  with  coronary  artery  disease  In  an  unconlrrrlled  slujv 
hundred  patients  with  congestive  heart  failure  during  which  digoxin  blood  leve  s "5'  ^«bs^ 
ured  digitalis  toxicity  was  not  observed  Since  there  have  been  isolated  reports  ot  Pb''®"'® 
elevated  digoxin  levels  it  is  recommended  that  digoxin  levels  be  monitored  when  initialing,  adiusl- 
ing  and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under-digilalization 
(iarcinoqenesis  mutagenesis  impairment  ol  fertility  When  given  to  rats  prior  to  mating  nife 
dipine  cauLd  reduced  lerlilily  al  a dose  approximately  30  times  the  maximum  recommended  hu- 

Pregnancy  Category  C Please  see  lull  prescribing  information  with  reterence  to  leratogeiticity  m 
rats  embryoloxicily  in  rats  mice  and  rabbits,  and  abnormalities  m monkeys 
ADVERSE  REACTIONS:  The  most  common  adverse  events  include  dizziness  or  light-headedness 
peripheral  edema  nausea,  weakness,  headache  and  Hushing  each  °ccb"'''9 f ^ 
tients  transient  hypotension  in  about  5%,  palpitation  in  about  2^  and  syncope  m about  05  . 
Syncopal  episodes  did  not  recur  with  reduction  m the  dose  ol  PROCARDIA  or  concomitant  antian- 
glal  i^edication  Additionally  the  following  have  been  reported 

dyspnea  nasal  and  chest  congestion  diarrhea  constipation  mllammalion  lO'"' stillness  shaki 
ness,  sleep  disturbances,  blurred  vision  ditlicullies  m balance  ^as 

ver  sweating,  chills,  and  sexual  ditticullies  Very  rarely,  introduction  ol  PROCARDIA  therapy  was 

associated  With  an  increase  in  anginal  pain,  possibly  due  to  associated  hypotension 

in  addition , more  serious  adverse  events  were  observed  not  readily  ‘•'^'''’S't'sbable  Irom  the  nat- 
ural history  of  the  disease  m these  patients  It  remains  possible  however,  hat  some  »' ™hv  ?' 
these  events  were  drug  related  Myocardial  inlarction  occurred  in  about  4 /.  ot  patients  and  eohQes- 
tive  heart  failure  or  pulmonary  edema  in  about  2%  Ventricular  arrhythmias  ot  conduction  disturb- 
ances each  occurred  in  fewer  than  0 5%  ol  patients  , iivxime  nhns 

Laboratory  Tests:  Rare,  mild  to  moderate  transient  elevations  ol  enzymes  such  « elkalme  phos 

Dhaiase  CPK  LDH  SGOT  and  SGPT  have  been  noted  and  a single  incident  ol  sigriilicani  y e^- 

ffi  transaminases  and  alkaline  phosphatase  was  seen  ,n  a Pf  ^ 

fii<pa<;p  afipr  about  eleven  months  of  nifedipine  therapy  The  relationship  to  PROCARDIA  therapy  is 
Sncertain  These  K rarely  been  associated  with  chnica  symptoms 

CholesLis  possibly  due  to  PROCARDIA  therapy,  has  been  reported  twice  in  the  extensive  world 

Hnui'qHPPiiED  Each  oranoc  soli  gelatin  PROCARDIA  CAPSULE  contains  10  mg  ol  niledipine 
PROCARDIA  CAPSULES  are  supplied  in  bottles  of  100  (NDC  0069-2600'66)  300  (NDC  0069- 

260072)  and  unit  dose  (10x10)  (NOC  0069-2600-41)  The  “Paul's  should 

liQhl  and  moisture  and  Stored  at  controlled  room  temperature  59  to  77  F(15  to  25  C)  in  the  man 
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lean  do  things  that  I 
couldntdo  forByrs  including 
joining  the  human  race  again" 


Quotes  from  an  unsolicited  ' 
letter  received  by  Pfizer  from  an 
arrgina  patient. 

While  this  patients  atperience 
IS  repr^entative  of  many 
un  soiidted  comments  received, 
not  all  patients  will  respond  to 
Procardia  nor  will  they  all 
respond  to  tfm  same  de^e 


"My  daily  routine  consisted  of 
sitting  in  my  chair  trying  to  stay  alive." 


' My  doctor  switched  me  to 
PROCARDIA^*]  as  soon  as  it  became 
available.  The  change  in  my  condition 
is  remarkable." 

"I  shop,  cook  and  can  plant 
flowers  again." 

"I  have  been  able  to  do  volunteer 
work... and  feel  needed  and  useful 
once  again." 


PROCARDIA  can  mean  the  return  to  a more  normal  life 
for  your  patients — having  fewer  anginal  attacks,'  taking 
fewer  nitroglycerin  tablets,'^  doing  more,  and  being  more 
productive  once  again. 

Side  effects  are  usually  mild  (most  frequently  reported 
are  dizziness  or  lightheadedness,  peripheral  edema, 
nausea,  weakness,  headache  and  flushing,  each  occurring 
in  about  107o  of  patients,  transient  hypotension  in  about 
5%,  palpitation  in  about  2%  and  syncope  in  about  0,5%). 
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for  the  varied  faces  of  angina 


* Procardia  is  indicated  for  the  management  of: 

1 ) Confirmed  vasospastic  angina. 

2)  Angina  where  the  clinical  presentation  suggests  a possible 
vasospastic  component. 

3)  Chronic  stable  angina  without  evidence  of  vasospasm  in 
patients  who  remain  symptomatic  despite  adequate  doses  of 
beta  blockers  and/or  nitrates  or  who  cannot  tolerate  these 
agents.  In  chronic  stable  angina  (effort-associated  angina) 
PROCARDIA  has  been  effective  in  controlled  trials  of  up  to 
eight  weeks’  duration  in  reducing  angina  frequency  and 
increasing  exercise  tolerance,  but  confirmation  of  sustained 
effectiveness  and  evaluation  of  long-term  safety  in  these 
patients  are  incomplete. 
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Please  see  PROCARDIA  brief  summary  on  adjoining  page 
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Mote  conv€«áenti6r  your  patients 


ESTUDIOS  CLINICOS 


Prevalencia  de  Herpes  Simplex  y 
Papiloma  Humano:  Relación  y 
Cambios  Citoiógicos  Asociados 
a infección  Genitai  Virai 


Resumen:  De  un  total  de  77,091  pruebas  de  Papani- 

colaou realizadas  en  los  últimos  diez  años  en  el  Centro 
Médico  de  San  Juan,  Puerto  Rico,  se  diagnosticaron 
cincuenta  y un  casos  de  infecciones  virales  por  virus  herpes 
simplex  (HSV)  y virus  papiloma  humano  (HPV).  Los  resul- 
tados demostraron  una  prevalencia  mayor  de  HPV  sobre 
HSV  y a su  vez  una  mayor  asociación  del  HPV  con  cambios 
de  neoplasia  intracervical. 

La  asociación  entre  la  presencia  de  agentes  virales  y 
tumores  en  animales  ha  sido  reconocida  desde  los 
comienzos  de  la  virología  como  ciencia.  Entre  los  primeros 
tumores  identificados  en  animales  encontramos  el  “Avian 
Sarcoma”,  descrito  por  Rous  para  el  año  1900;^  ciertos  tipos 
de  leucemias  en  ratones  también  fueron  descritos  para  esa 
época. 

Actualmente  existe  un  interés  renovado  en  la  investiga- 
ción de  viruses  asociados  a tumores  en  animales  y seres 
humanos.  Este  interés  resurge  al  establecerse  una  correla- 
ción entre  viruses  y tumores  específicos. 

Entre  éstos  podemos  mencionar; 

1 . Epstein-Barr  Virus  - Asociado  a la  familia  de  Herpes  y 
reconocido  como  agente  tumoral  del  linfoma  de 
Burkitt. 

2.  Herpes  Simplex  Tipo  H - Asociado  al  carcinoma  de 
cervix. 

3.  Virus  de  Hepatitis  tipo  B y también  relacionado  al 
carcinoma  hepatocelular. 

Prácticamente  todos  los  viruses  con  potencial  oncogénico 
demostrado  pertenecen  a uno  de  cuatro  grupos: 

1.  Oncornaviruses  3.  Papova  virus 

2.  Adenoviruses  4.  Herpes  virus 

De  éstos  los  primeros,  oncornaviruses,  tienen  un  genotipo 
RNA  y los  otros  de  DNA.  A pesar  de  ser  viruses  RNA,  los 
oncornaviruses  poseen  como  intermedio  en  su  replicación  la 
molécula  de  DN  A.  Relacionado  a este  tipo  de  virus  tenemos 
una  gran  variedad  de  leucemias  en  aves  y mamíferos.  El 

* Depanamemu  de  Patología,  Recinto  de  Ciencias  Médicas, 
Universidad  de  Puerto  Rico. 

**  Departamento  de  Obstetricia  »■  Ginecología,  Hospital  Municipal 
de  San  Juan. 

***  Departamento  de  Patología,  Administración  de  Servicios  Médicos 
de  Puerto  Rico. 


Guillermo  Villarmarzo,  M.D.* 
Doel  Pérez,  M.D.** 
Ruth  Rodríguez,  BS,  CT*** 

virus  RNA  clase  C se  ha  encontrado  presente  en  leucemias 
mielocíticas  humanas,  además  de  verse  asociados  a otros 
tipos  de  leucemias  en  animales. 

Adenoviruses  - Hasta  el  presente  ha  sido  difícil  el  relacionar 
este  tipo  de  virus  a tumores  en  seres  humanos,  aunque  sí  se 
ha  aislado  de  tumores  en  animales. 

Herpes  Virus  - Uno  de  los  recientes  avances  de  la  ciencia  ha 
sido  el  demostrar  el  carácter  oncogénico  de  estos  viruses.  En 
el  ser  humano  los  viruses  pertenecientes  a esta  familia  son: 

1.  Varicela-Zoster 

2.  Citomegalovirus 

3.  Epstein-Barr  Virus 

4.  Herpes  Simplex  Tipos  I y H 

Papovaviruses  - Los  crecimientos  papilomatosos  conocidos 
como  condilomas  representan  otra  clase  de  crecimiento 
inducido  por  viruses.  El  desarrollo  ocasional  de  cambios 
malignos  en  los  papilomas  humanos  ha  sido  reconocido  por 
muchos  años. 

Es  de  interés  nuestro  el  discutir  los  posibles  agentes 
etiológicos  virales  asociados  a displasias  y a carcinoma  de 
cervix.  Por  muchos  años  se  ha  propuesto  al  virus  Herpex 
Simplex  tipo  II  como  posible  agente  oncogénico.  Este  virus 
se  ha  asociado  a infección  celular  persistente,  con  una  fase 
intracelular  patente,  transformación  celular  e incorporación 
de  su  información  genética  a la  célula.  Por  años  se  ha  ligado 
el  carcinoma  del  cervix  uterino  al  grupo  de  enfermedades 
venéreas.  La  transmisión  venérea  de  este  agente  viral  ya  es 
reconocida.  En  este  momento  es  importante  referirnos  a una 
serie  de  correlaciones  clínicas  encontradas  durante  la 
historia  que  nos  hacen  pensar  en  el  carcinoma  de  cervix 
como  una  condición  venéreamente  adquirida. 

1.  La  incidencia  disminuida  del  carcinoma  de  cervix  en 
mujeres  de  origen  Judío. 

2.  Incidencia  elevada  de  esta  condición  en  grupos  con  un 
alto  índice  de  promiscuidad  sexual. 

3.  La  edad  del  comienzo  de  la  vida  sexual  es  menor  en  las 
mujeres  afectadas  comparadas  con  las  mujeres  no 
afectadas. 

4.  Historial  de  múltiples  parejas  sexuales. 

5.  Asociación  de  la  condición  a otro  tipo  de  infección 
venérea  como  la  sífilis  y gonorrea. 
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6.  Más  tarde  Naib^  y colaboradores  observaron  el  desa- 
rrollo del  carcinoma  del  cervix  uterino  donde  encon- 
traron una  incidencia  del  virus  HSV  hasta  de  un 
23.7%. 

Este  virus  cumple  con  los  requisitos  básicos  para  ser 
clasificado  como  oncogénico: 

1.  Prevalencia  mundial 

2.  Transmisión  venérea 

3.  Puede  presentar  infecciones  subagudas. 

4.  Se  ha  asociado  ciertos  tipos  de  Herpes  a tumores  de 
animales 

Data  epidemiológica  indica  que  las  mujeres  que  han 
sufrido  de  cervicitis  herpética  muestran  un  riesgo  de  4 hasta 
16  veces  mayor  de  desarrollar  carcinoma  del  cervix 
comparado  a las  pacientes  que  no  han  sufrido  la  condición. ' 
También  la  prevalencia  de  los  anticuerpos  contra  HSV  II, 
indicativo  de  infección  previa,  es  mayor  en  mujeres  que 
presentan  displasias,  carcinoma  in  situ  o invasivo  del 
cervix.*^  La  infección  como  Herpes  Simplex  II  precede  en  un 
promedio  de  hasta  5 años  el  desarrollo  de  displasia. 


Kig.  I.  Herpes  en  vulva. 


Inicialmente  hay  una  agregación  y granulación  de  la 
cromatina  nuclear  con  la  aparición  tardía  de  pequeñas 
vacuolas  intranucleares.  Según  progresa  la  infección,  el 
núcleo  asume  una  apariencia  homogénea  de  “cristal  esmeri- 
lado” (Ground  glass)  con  invaginación  de  la  cromatina."’ 
Puede  haber  fusión  celular,  dando  la  impresión  de  un 
sincitio  con  células  multinucleadas. 


Fig.  2.  Inclusiones  intranucleares  en  herpes. 


Estos  cambios  se  han  considerado  característicos  de 
infección  por  Herpes  virus  tipo  II  y fueron  los  patrones 
seguidos  en  este  estudio. 

Otro  agente  viral  es  la  infección  con  condiloma 
acuminata,  conocido  como  verruga  genital  (genital  wart).  El 
microscopio  electrónico  por  transmisión  ha  logrado  demos- 
trar la  presencia  del  virus  HPV  (Human  Papilloma  Virus), 
perteneciente  a la  familia  Papova,  en  las  verrugas  genitales. 
Una  infección  con  el  HPV  en  una  epidermis  o mucosa 
resulta  en  una  proliferación  fibroepitelial  con  características 
histológicas  distintivas. 

Las  verrugas  son  una  exageración  de  la  arquitectura 
normal  de  la  piel.  Todas  las  capas  están  representadas,  pero 
se  encuentran  distorsionadas  por  el  crecimiento  de  los  capi- 
lares sub-epiteliales,  hiperplasia  de  las  células  básales 
hiperqueratosis  y paraqueratosis."*  La  replicación  viral 
resulta  en  degeneración  de  la  cromatina  celular  y cavitación 
del  citoplasma  (koilocitosis). 

Aunque  el  condiloma  acuminatum  es  un  crecimiento 
benigno,  éste  también  se  ha  asociado  a degeneración 
maligna  de  vulva,  pene  y región  anorectal.  Aproximada- 
mente 5-14%  de  las  lesiones  vulvares  malignas  se  encuentran 
asociadas  a verrugas  genitales  persistentes.  En  el  hombre 
hasta  un  1 5%  de  éstas  se  encuentra  asociado  a carcinoma  del 
pene. 


Fig.  3.  Condiloma  acuminatum  de  vulva  tipo  papilar. 


Por  biopsia  se  han  identificado  varios  tipos  de  condi- 
lomas  que  enumeraremos: 

1.  Condiloma  papilar  - Este  es  un  papiloma  sésil  que 
presenta  alargamiento  y engrosamiento  de  las  papilas 
dermales.  Hay  una  capa  de  kisqueratocitos  revistiendo  el 
epitelio.  Una  característica  constante  es  la  presencia  de 
células  con  cavitaciones  perinucleares. 

2.  Condiloma  en  picos  (“Spike”).  Se  caracteriza  por 
vasos  sanguíneos  que  suben,  elevando  el  epitelio  produ- 
ciendo picos  (“Spikes”)  cubiertos  por  una  capa  de  células  de 
disqueratocitos.  Posiblemente  represente  un  estado  tran- 
sicional  entre  el  condiloma  florido  y el  plano. 

3.  Condiloma  plano  - Es  la  variedad  más  común.  Es 
también  conocido  como  papiloma  infeccioso  subclínico. 
Carece  de  la  morfología  clásica  del  condiloma  acuminatum. 
En  el  pasado  estas  lesiones  eran  diagnosticadas  frecuente- 
mente como  displasia.  El  grosar  del  epitelio  escamoso  puede 
ser  normal,  levemente  aumentado  o disminuido.  Las  papilas 
se  alargan  y ensanchan.  Las  células  superficiales  muestran 
un  aclaramiento  perinuclear  del  citoplasma.  Puede  encon- 
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Prevalencia  de  Herpes  Simplex  y Papiloma  Humano:... 


trarse  binucleación  y multinucleación.  Los  núcleos  celulares 
lucen  hipercromáticos  e irregulares. 

4.  Endofítico  - El  crecimiento  papilar  llega  hasta  las 
glándulas  y oblitera  el  epitelio  columnar. 

Muchos  de  los  condilomas  planos  y en  picos  (“Spikes”) 
pueden  presentar  una  atipia  peninuclear.  Son  los  llamados 
condilomas  atípicos,  los  cuales  muchas  veces  son  difíciles  de 
diferenciar  de  displasia  intracervical  (IW)  (CIN). 

Estas  lesiones  presentan  un  patrón  citológico  caracte- 
rístico; 

1 . Koilocitosis  - Palabra  derivada  del  griego  que  significa 
cavidad.  Se  utiliza  para  referirnos  a secciones  histológicas 
de  células  grandes  con  núcleos  relativamente  pequeños 
bordeados  por  un  citoplasma  claro  y transparente.’  Este  es 
una  célula  de  origen  superficial  intermedia. 'o 

2.  Kiskeratocitos  - Células  pequeñas  que  se  presentan 
con  Keratina  intracitoplásmica,  tiñen  color  naranja  y 
tienden  a exfoliarse  en  grumos. 

3.  Células  condilomatosas  parabasales  - Núcleo  grande  y 
oscuro,  citoplasma  anfofílico. 

Método 

El  interés  básico  del  estudio  realizado  es  el  de  detectar  el 
por  ciento  de  casos  con  diagnóstico  citológico  de  Herpes 
Virus  y HPV  en  el  centro  de  estudios  citológicos  del  Centro 
Médico  de  Puerto  Rico.  Este  es  un  centro  de  referido  del 
Hospital  Rafael  López  Nusa,  que  cubre  el  área  metropoli- 
tana de  San  Juan  y el  Hospital  de  Distrito  Universitario  que 
brinda  servicio  al  resto  de  la  isla.  Este  centro  da  servicio  a 
una  población  heterogénea.  Este  es  un  estudio  retrospectivo 
donde  se  recopilaron  los  resultados  citológicos  de  los 
últimos  diez'o  años.  Se  identificaron  los  casos 
diagnosticados  como  Herpes  y los  cambios  de  atipia 
Koilocitótica  atribuidos  al  HPV. 


Resultados 


Casos  Totales:  77,091 

Herpes  Virus  - 22  casos 

Para  un  0.028% 

Estos  se  subdividen  en; 

% = Clase 

# casos  con  HSV 

Pap  Smears 

Clase 

Cantidad  o número  de  casos 

1 

1 

4.54% 

II 

19 

86.36% 

III 

2 

9.09% 

IV 

0 

0 

Total  22  casos 

H.P.V. 

Total  de  casos 

Por  ciento 

1 

0 

0% 

11 

20 

64.51% 

HI 

1 1 

35.48% 

IV 

0 

Total  31  casos 

.040% 

Prevalencia  de  infecciones  virales  por  diagnóstico  citológico 
0.068%  = # infecciones  virales  totales  x 100 


Total  de  la  población 

Conclusión 

De  todos  los  casos  evaluados  se  encontraron  un  total  de 
51  pacientes  con  evidencia  citológica  de  infección  viral  del 
tracto  genital  femenino.  De  estos,  22  casos  fueron  secun- 
darios a infección  por  Herpes  Virus  y 3 1 casos  con  evidencia 
de  cambios  sugestivos  de  H.P.  V.  Esto  representa  una  preva- 
lencia de  0.028%  para  Herpes  Simplex  y de  0.040%  para 
HPV,  para  un  total  de  evaluaciones  citológicas  de  77,091 


casos.  Estos  casos  son  representativos  de  los  estudios 
citológicos  realizados  en  nuestro  centro  durante  los  últimos 
diez  años.  El  total  de  infecciones  virales  se  encontró  en 
0.068%. 

Las  infecciones  virales  fueron  reportadas  en  base  a la 
clasificación  de  la  prueba  de  papanicolaou  clase  I hasta  clase 
V.  Es  interesante  notar  que  ambos  viruses  son  asociados  con 
paps  clase  II  en  un  86.36%  de  los  casos  y un  64.5%,  para 
herpes  y HPV  respectivamente.  La  incidencia  de  cambios  de 
displasia  moderada  asociados  a infecciones  virales  fueron 
mayores  para  el  HPV,  al  compararlos  con  Herpes  Simplex 
11.  El  total  de  paps  Clase  HI  asociado  a HPV  fue  de  35.48% 
comparado  con  9.09%  para  HSV. 

Discusión 

En  el  pasado  una  gran  cantidad  de  cambios  displásticos 
sugestivos  de  neoplasia  intracervical  fueron  erróneamente 
clasificados  como  tales.  Actualmente  estos  cambios  se  han 
asociado  a infecciones  del  tracto  genital  por  H.P.V.  Los 
cambios  de  atipia  koilocitótica  típicos  de  este  agente  viral 
son  grandemente  reconocidos  al  presente  y esto  ha  hecho 
posible  su  diferenciación  de  lo  que  anteriormente  se  clasi- 
ficaba como  displasia  epitelial  cervical  (CIN). 

Es  importante  observar  que,  de  acuerdo  a las  estadísticas 
anteriores  este  virus  correlaciona  más  frecuentemente  con 
cambios  displásticos  que  el  HSV. 

El  virus  del  papiloma  humano  ya  ha  sido  correlacionado 
con  cambios  de  malignidad  en  piel,  tanto  en  hombres  como 
mujeres  y ha  sido  reconocido  un  mecanismo  de  transmisión 
venérea.  Al  igual  que  HSV  tiene  todas  las  características 
necesarias  para  establecer  su  naturaleza  oncogénica.  Su 
presencia  en  estudios  citológicos  deben  ser  indicio  de 
displasia  intracervical  en  el  área  afectada  o áreas  adyacen- 
tes. En  ocasiones  se  ha  podido  identificar  la  atipia  koiloci- 
tótica con  la  presencia  de  carcinoma  in  situ  del  cervix  y 
displasias  de  leve  hasta  severa. 

Es  menester,  al  momento,  el  iniciar  una  evaluación  más 
detenida  de  este  agente  viral  y su  correlación  con  el  desa- 
rrollo de  malignidad  cervical  en  la  mujer. 
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Patrones  Alimenticios  en  un 
Grupo  de  Envejecientes 
de  Cabo  Rojo,  Puerto  Rico 

Ruth.  D.  Fogleman,  M.D. 


Resumen:  El  presente  estudio  muestra  los  resultados  de 

una  encuesta  realizada  en  envejecientes,  de  65  años  o más, 
residentes  de  los  sectores  de  Betances,  Puerto  Real  y 
Boquerón  del  Pueblo  de  Cabo  Rojo  en  relación  a la  frecuen- 
cia del  consumo  de  alimentos  y patrones  alimenticios.  El 
análisis  de  los  datos  encontrados  parece  indicar  el  consumo 
de  una  dieta  adecuada  por  parte  de  este  sector  poblacional, 
con  relativa  tendencia  a tos  alimentos  más  energéticos. 

Los  estudios  nutricionales  realizados  en  Puerto  Rico 
han  sido  dirigidos  principalmente  a grupos  generales  de 
la  población.  El  gradual  aumento  del  sector  poblacional 
comprendido  por  personas  envejecientes  de  sesenta  y cinco 
años  o más'  ha  motivado  la  realización  de  estudios  orien- 
tados más  específicamente  hacia  este  grupo  de  individuos.  A 
este  respecto  ya  en  1968,  Arroyo  Hernández^  llevó  a cabo  un 
estudio  sobre  los  hábitos  alimenticios  de  un  grupo  de  enveje- 
cientes mayores  de  50  años  de  edad.  En  este  estudio  utilizó 
veinte  y tres  residentes  del  Centro  de  Actividades  Múltiples 
de  la  Urbanización  Pública,  San  José  de  Río  Piedras.  Más 
adelante,  en  1973,  Cardona^  en  el  Centro  Geriátrico  Dr. 
Juan  A.  Pons,  hizo  un  estudio  sobre  los  hábitos  alimenticios 
de  sesenta  y siete  pacientes  envejecientes.  Para  estos  efectos, 
no  se  hizo  la  encuesta  directamente  con  las  personas  debido 
a su  condición  de  salud,  sino  que  se  tomaron  los  datos  sobre 
la  frecuencia  con  que  los  alimentos  eran  servidos,  de  los 
menus  de  la  institución.  Posteriormente  en  el  año  1981, 
Rivera  Serran'^  investigó  las  actitudes  hacia  la  nutrición  de 
personas  de  edad  avanzada  que  asistían  a los  Centros  de 
Servicios  de  Acción  Comunal  de  Puerto  Rico. 

En  relación  a estos  estudios  el  objetivo  del  presente 
estudio  fue  iniciar  un  perfil  nutricional  con  los  patrones 
alimenticios  de  un  grupo  específico  de  individuos  cuya  edad 
mínima  fuera  de  sesenta  y cinco  años.  Además,  las  personas 
fueron  entrevistadas  en  sus  hogares. 

Para  estos  efectos  nos  interesó: 

1.  Determinar  la  frecuencia  del  consumo  de  alimentos 

2.  Determinar  el  patrón  alimenticio  de  estos  envejecientes 

3.  Hacer  algunas  inferencias  sobre  la  asociación  que 
que  puede  tener  el  patrón  alimenticio  con  la  longe- 
vidad de  esta  población 

Metodología 

La  muestra  consistió  de  un  grupo  de  doscientas  dos  per- 
sonas de  una  edad  cronológica  de  sesenta  y cinco  años  o 
más,  seleccionadas  al  azar  entre  los  residentes  de  los  sectores 
de  Betances,  Puerto  Real  y Boquerón  del  pueblo  de  Cabo 
Rojo. 

Decana  Académica.  Escuela  de  Medicina  San  Juan  Bautista.  San  Juan. 
Puerto  Rico. 


Se  investigó  el  patrón  alimenticio  de  este  grupo  de  enveje- 
cientes mediante  un  cuestionario  suministrado  a cada  indi- 
viduo en  relación  con  la  frecuencia  de  consumo  de 
alimentos,  patrón  alimenticio  de  veinte  y cuatro  horas  y las 
preferencias  por  ciertos  alimentos. 

Ayudaron  a recoger  la  información  un  grupo  de  estudian- 
tes de  gerontología  de  la  Escuela  de  Salud  Pública,  Recinto 
de  Ciencias  Médicas,  Universidad  de  Puerto  Rico. 

Resultados 

A continuación  se  presentan  los  resultados  de  la  encuesta 
en  relación  a la  frecuencia  de  consumo  de  alimentos  y 
patrones  alimenticios  de  este  grupo  de  individuos. 

La  confección  de  las  comidas  estuvo  a cargo  de  la  persona 
entrevistada  en  casi  la  mitad  de  los  casos  estudiados  (45.5%). 

El  patrón  de  alimentos  durante  el  día  de  la  entrevista  fue  el 
siguiente: 

Desayuno.  La  tabla  número  I muestra  la  frecuencia  de 
patrones  de  desayunos  más  comunes  consumidos  durante  el 
día  de  la  entrevista. 


TABLA  I 


Tipos  de  Desayuno 

N 

% 

Café  con  leche,  pan  (o  galletas) 

42 

20.8 

Café  con  leche,  pan,  queso 

14 

6.9 

Café  con  leche 

12 

5.9 

Café  con  leche,  pan  o cereal,  frutas 

11 

5.4 

Café  con  leche,  pan,  huevo 

8 

4.0 

Café  con  leche,  pan,  cereal 

8 

4.0 

Café  con  leche,  cereal 

8 

4.0 

Café  con  leche,  cereal,  queso,  frutas 

7 

3.4 

Café  con  leche,  jugo,  cereal 

6 

3.0 

Café  con  leche,  pan,  jugo  o fruta 

6 

3.0 

Café  con  leche,  jugo,  cereal,  queso 

5 

2.5 

Café  con  leche,  huevo 

5 

2.5 

Café  con  leche,  huevo,  cereal 

3 

1.5 

Café  negro  y pan 

3 

1.5 

Pan  y leche 

3 

i.j 

Frutas 

3 

1.5 

Pan 

3 

1.5 

Otra  Combinación 

50 

24.6 

Ninguno 

5 

2.5 

TOTAL 

202 

100.0 

Como  se  observa,  el  97.5%  de  la  población  entrevistada 
había  desayunado  en  el  día  de  la  entrevista.  El  2.5%  de  los 
entrevistados  omitió  el  desayuno.  El  patrón  más  frecuente 
de  desayuno  fue  el  de  café  con  leche  y pan  (o  galletas).  Este 
tipo  de  desayuno  fue  ingerido  por  cuarenta  y dos  personas,  o 
sea,  un  20.8%  de  la  población  estudiada.  Le  siguió  en 
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frecuencia  la  combinación  de  café  con  leche,  pan  y queso  la 
cual  fue  ingerida  por  catorce  personas  (6.9%).  El  tipo  de 
desayuno  que  quizás  podría  evaluarse  como  el  más  balan- 
ceado consistió  en  café  con  leche,  cereal,  queso,  fruta,  fue 
ingerido  por  sólo  siete  personas  (3.4%)  del  total  de  personas 
entrevistadas.  Cabe  señalar  que  muchas  de  las  otras 
combinaciones  diferentes  ingeridas  por  cincuenta  personas 
(27.6%)  incluía;  entre  otros,  huevo,  queso,  bizcocho,  cereal 
o fruta,  además  de  café  y leche. 

Almuerzo  y Cena.  La  tabla  número  II  nos  demuestra  el 
patrón  alimenticio  en  la  hora  del  almuerzo  y cena  para  esta 
población  de  envejecientes  durante  el  día  que  se  realizó  la 
i encuesta. 


TABLA  II 


Combinación  de 

Alimentos 

Almuerzo 

Cena 

N 

% 

N 

% 

Carne,  arroz  y/ o 
habichuelas 
(gandules,  garbanzos) 

53 

26.4 

49 

24.3 

Carne  y/ o leche,  arroz, 
habichuelas,  vegetales 
y/ o frutas 

19 

9.4 

14 

6.9 

Carne  y vianda  o viandas 
y bacalao 

16 

7.9 

10 

5.0 

Arroz  y habichuelas 
(gandules,  garbanzos  o 
frijoles) 

6 

3.0 

11 

5.4 

Otras  combinaciones 

99 

49.0 

107 

53.0 

Omitieron  almuerzo  o cena 

9 

4.3 

11 

5.4 

TOTAL 

202 

100.0 

202 

100.0 

j La  combinación  de  alimentos  que  con  mayor  frecuencia 
ingirieron  las  personas  tanto  en  el  almuerzo  como  en  la  cena, 
fue  la  carne,  arroz  y/  o habichuelas  (26.4%  y 24.3%  respecti- 
vamente), incluyéndose  entre  este  último  grupo  los  gandules 
[ y garbanzos.  Le  siguió  en  orden,  la  combinación  de  carne 
y/ o leche,  arroz,  habichuelas,  vegetales  y/ o frutas  (9.4%  y 
6.9%),  respectivamente,  y de  carne  y viandas  o viandas  y 
I bacalao  (7.9%  y 5%),  respectivamente.  Se  puede  observar 
I que  seis  personas  consumieron  sólo  arroz  y habichuelas  (o 
I garbanzos,  gandules,  frijoles)  al  almuerzo  y once  a la  cena. 
Sólo  nueve  personas  omitieron  el  almuerzo  y once  la  cena. 
El  resto  de  la  población  ingirió  otra  combinación  de  ali- 
mento. Los  datos  arriba  señalados  nos  muestran  los  patro- 
nes alimenticios  de  alrededor  de  noventa  y cuatro  personas, 
o sea,  alrededor  del  46%  de  la  población  estudiada.  El 
> porciento  restante  de  la  población  consumió  más  o menos 
: los  mismos  alimentos,  pero  en  variadas  combinaciones. 

I Entre  las  carnes  se  incluye  la  carne  de  res,  de  pollo, 
1 bacalao,  huevos,  “comed  beef’,  etc.  Diez  y ocho  personas 
í ingirieron  pescado,  en  una  de  las  dos  comidas. 

[ Alimentos  Específicos.  Con  el  fin  de  identificar  en  forma 
t más  específica  la  frecuencia  de  consumo  de  algunos 
' alimentos  que  aportan  nutrientes  vitales  a la  dieta  diaria  se 
' seleccionaron  la  carne  y la  leche  como  alimentos  que 
I pudieran  reflejar  el  perfil  del  estado  nutricional  de  los 
t individuos  estudiados.  Estos  datos  se  presentan  en  la  Tabla 
i número  111. 


TABLA  III 


Frecuencia  de  Consumo  de  Carne  y Leche 
por  los  Envejecientes  Entrevistados  en  Cabo  Rojo 
durante  el  Almuerzo  y la  Cena  el  Día  de  la  Entrevista 

Ambas 


Almuerzo 

Cena 

Comidas 

Alimento 

Número 

% 

Número 

% 

Número 

% 

Carne  o 

huevo 

136 

67.3 

1 16 

57.3 

85 

42.1 

Leche 

27 

13.4 

23 

1 1.4 

13 

6.4 

Otros 

alimentos 

30 

14.9 

52 

25.7 

104 

51.5 

Omitieron  la 
comida  o 

almuerzo 

9 

4.4 

1 1 

5.4 

— 

... 

TOTAL 

202 

100.0 

202 

100.0 

202 

100.0 

Del  total  de  personas  entrevistadas,  las  dos  terceras  partes 
(67.3%)  consumieron  carne,  huevo  o producto  de  carne  en  el 
almuerzo  y un  57.3%  consumieron  estos  alimentos  durante 
la  cena.  Nos  interesó  saber  si  el  consumo  de  este  producto 
ocurría  fundamentalmente  en  una  de  las  dos  comidas  princi- 
pales del  día  y encontramos  que  el  42.1%  del  total  de  las 
personas  entrevistadas  había  ingerido  carne  o producto  de 
carne  en  ambas  comidas. 

El  consumo  de  leche  no  fue  tan  frecuente  como  el  de  la 
carne.  Un  13.4%  informó  haber  bebido  leche  durante  el 
almuerzo  y aproximadamente  el  mismo  porciento  (1 1.4%) 
la  consumió  durante  la  cena.  Al  analizar  ambas  comidas  se 
encontró  que  sólo  el  6.4%  de  las  personas  consumió  leche  en 
ambas  comidas. 

Si  estos  dos  productos  se  suman  se  puede  observar  que 
alrededor  del  80.7%  de  la  población  estudiada  consumió 
leche  y/ o carne  durante  el  almuerzo  y un  68.7%  consumió 
estos  alimentos  durante  la  cena. 

Para  el  almuerzo  un  14.9%  y para  la  cena  un  25.7%  de  los 
entrevistados  seleccionaron  otros  tipos  de  alimentos  para 
satisfacer  sus  necesidades  nutricionales. 

Meriendas.  Para  obtener  una  información  más  completa 
del  patrón  alimenticio  de  estos  envejecientes  se  recogió 
información  relacionada  con  las  meriendas.  La  información 
obtenida  se  muestra  en  la  Tabla  número  IV. 


TABLA  IV 


Alimentos  Consumidos  en  las  Meriendas  y 

Porcíento  que  las  Consumió 

Alimento 

Número 

% 

Galletas,  pan,  bizcocho  o sorullos 

55 

27.2 

Café 

50 

24.7 

Jugo 

27 

13.4 

Frutas  del  país 

18 

8.9 

Frutas  importadas 

16 

7.9 

Leche 

10 

5.0 

Queso 

9 

4.4 

Malta 

7 

3.5 

Chocolate 

3 

1.5 

Nada 

7 

3.5 

TOTAL 

202 

100.0 
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Entre  las  meriendas  mencionadas  predominaron  el  grupo 
de  galletas,  pan,  bizcocho  o sorullo  (27.2%).  Le  siguió  en 
orden  de  preferencia  el  café  (24.7%).  Casi  una  tercera  parte 
de  esta  muestra  poblacional  (30.2%)  utilizó  alguna  fruta  o 
jugo  como  merienda.  Otros  alimentos  incluidos  fueron 
leche,  queso,  malta  o chocolate.  Un  porciento  bajo  (3.5%) 
no  merendó. 

Grasas.  Interesó  conocer  el  tipo  de  grasa  que  las  personas 
usan  para  la  preparación  de  sus  comidas.  La  información 
obtenida  aparece  en  la  Tabla  número  V. 


TABLA  V 


Tipo  de  Grasa  Preferida  para  Cocinar  y Porciento 
que  las  Prefiere 

Tipo  de  Grasa 

Número 

% 

Aceite  vegetal  (excepto  aceite  de  oliva) 

146 

72.2 

Manteca  de  cerdo 

41 

20.3 

Aceite  de  oliva 

7 

3.5 

Margarina 

1 

0.5 

No  contestaron 

7 

3.5 

TOTAL 

202 

100.0 

El  tipo  de  grasa  preferido  para  cocinar  fue  el  aceite  vegetal 
(72.2%).  Sólo  un  bajo  porcentaje  (20.3%)  informó  prefería 
la  manteca  de  cerco  y una  persona  margarina.  Siete 
personas  no  contestaron  la  pregunta. 

Con  el  propósito  de  obtener  una  mayor  información  que 
pudiera  reflejar  actitudes  o preferencias  de  estos  individuos 
por  ciertos  alimentos,  se  les  pidió  mencionar  dos  (2) 
alimentos  que  escogerían  en  el  caso  que  pudieran  comer  más 
y explicaran  las  razones  de  esta  elección.  La  siguiente  gráfica 
resume  la  información  referente  a estas  preferencias  y la 
Tabla  número  VI  resume  las  razones  por  las  que  escogerían 
los  alimentos. 


Gráfica  de  Preferencia  de  Alimentos 
de  Poder  Comer  Más 
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Pescado 

Habichuelas,  gandules 

Dulces,  Helados,  Bizcochos,  Pasta 

Carne  de  Res 

Carne  de  Ave 

Viandas 

Mariscos 

Carne  de  cerdo 

Bacalao 

Leche 

Frutas  Importadas 

Vegetales 

Langosta 

Ensalada 

Queso 

“Comed  Beef’ 

Carne  de  Cabro 

Camarones 

Frutas 

Huevos 

Conejo 

Pavo 

Jugos 


TABLA  VI 


Razones  por  las  que  Escogería  los  Alimentos  en 

Adición  a los  que  Comen  en  la  Situación  en  que  Pudiera  Hacerlo 

Razón 

Número 

% 

Le  gusta,  buen  sabor 

87 

43.0 

Alimenta,  saludables 

28 

13.9 

Le  gusta,  alimentan 

15 

7.4 

Son  más  livianas 

10 

5.0 

Apetecen,  pero  son  caros 

10 

5.0 

Otras  razones 

38 

18.8 

No  contestaron 

14 

6.9 

TOTAL 

202 

100.0 

Los  alimentos  seleccionados  por  este  grupo  de  enveje-  ; 
cientes  ante  la  alternativa  que  se  les  presentó  fueron  varia-  i 
dos.  En  orden  de  preferencia  se  mencionaron  el  pescado,  las  | 
habichuelas  (o  gandules),  los  dulces,  helados,  bizcochos  y ' 
pastas.  En  general  se  puede  apreciar  una  significativa 
preferencia  por  mariscos  o carne.  Las  razones  más 
frecuentes  mencionadas  por  ellos  para  esta  elección  fueron, 
el  sabor  del  alimento,  su  poder  alimenticio,  o ambas  cosas. ; 
Sólo  un  escaso  número  de  individuos  se  refirió  a que  los 
alimentos  eran  más  livianos  y otros  consideraron  el  precio 
de  los  mismos.  j 

Resumen  y Conclusiones  ■ 

De  las  encuestas  realizadas  destinadas  a conocer  el  perfilB 
nutricional  de  un  grupo  de  envejecientes  de  Cabo  Rojo,« 
Puerto  Rico,  a base  de  un  estudio  de  las  frecuencias  dej 
consumo,  hábitos  y preferencias  se  observaron  principal-» 

mente  los  siguientes  hechos  de  interés:  w 

• Consumo  de  tres  comidas  diarias  por  la  casi  totalidad 
de  los  individuos. 

• La  mayoría  de  los  envejecientes  preparan  sus  propias 
comidas. 

• La  mayoría  de  los  envejecientes  desayuna  diariamente, 
siendo  el  patrón  más  frecuente  el  de  café  con  leche  pan 
y/ o galletas. 

• En  el  almuerzo  y cena  un  alto  porciento  de  individuos 
consumió  carne,  arroz  y habichuelas  (o  gandules). 

• El  tipo  de  grasa  preferido  para  cocinar  fue  el  aceite 
vegetal. 

• Un  alto  porciento  de  los  entrevistados  indicó  consumir 

merienda  consistente,  principalmente,  de  galletas,  panj 
bizcochos  o sorullos,  café  o alguna  fruta.  ' 

• La  preferencia  por  el  consumo  de  frutas  y vegetales  en 

general  es  menor  comparada  con  la  demostrada  porj 
otro  tipo  de  alimentos.  I 

• Un  alto  porciento  consume  leche  y o huevo  en  unadej 

las  tres  comidas  diarias.  H 

• En  el  caso  de  tener  la  oportunidad  de  comer  otrosj 

alimentos  en  adición  a los  que  ya  comen,  la  mayoría  dej 
los  encuestados  comentó  preferir  mariscos  o carne,J 
argumentando  principalmente  como  la  razón  de  estaj 
elección  el  sabor  de  estos  alimentos.  ■ 

Aunque  el  estudio  no  incluyó  el  renglón  relacionado  conj 
la  cantidad  de  alimentos  ingeridos,  el  patrón  de  frecuencia^ 
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parece  indicar  que  la  mayoría  de  estos  envejecientes 
consume  una  dieta  aparentemente  adecuada  con  respecto  a 
la  mayoría  de  los  nutrientes  esenciales  lo  que  en  términos 
generales  concuerda  con  los  hallazgos  encontrados  por  los 
autores  anteriormente  mencionados.’,  \ ^ 

Se  puede  observar,  sin  embargo  una  clara  tendencia  a la 
ingestión  de  alimentos  energéticos  como  habichuelas,  arroz 
y farináceos.  El  alto  consumo  de  café,  arroz,  habichuelas  en 
el  envejeciente  muestra  el  desconocimiento  por  parte  de 
estos  individuos  dé  sus  requerimientos  dietéticos 
prevaleciendo  el  patrón  alimenticio  normal  del 
puertorriqueño. 

El  estado  nutricional,  sin  embargo,  por  sí  sólo  no  puede 
correlacionarse  con  la  longevidad  de  los  individuos.  En 
forma  colectiva  las  prácticas  nutricionales  unidas  a otros 
estilos  de  vida,  contribuyen  significativamente  en  el  proceso 
de  longevidad  y el  bienestar  de  las  personas. 

Limitaciones  y Recomendaciones 

Es  pertinente  reconocer  que  el  intento  de  hacer  este  tipo 
de  estudio  comunitario  es  deseable  debido  a la  escasez  de 
estudios  socio-demográficos  en  este  sector  poblacional 
puertorriqueño. 

Con  el  ritmo  de  crecimiento  rápido  de  este  grupo  de 
personas,  se  hace  necesario  llevar  a cabo  estudios  que 
puedan  ayudar  a entender  la  evolución  de  la  estructura 
demográfica  de  Puerto  Rico  y los  factores  determinantes  de 
esa  evolución  poblacional. 

En  el  estudio  de  Nutrición  y el  Envejeciente  desa- 
fortunadamente no  se  tomaron  datos  cuantitativos. 
Tampoco  se  incluyeron  datos  relacionados  al  peso  y 
estatura  que  pudieran  indicar  tendencias  a obesidad  en  este 
grupo  de  personas.  Para  estudiar  estos  parámetros. 


especialmente  el  de  peso  y estatura,  necesita  equipo  y 
adiestramiento  a los  encuestadores.  Las  limitaciones  de 
tiempo  y dinero  imposibilitaron  la  obtención  de  esta  valiosa 
data. 

Cabe  señalar  que  un  número  de  las  personas  pertenecía  al 
grupo  de  envejecientes  que  recibe  servicios  en  el  Centro  de 
Envejecientes  de  Cabo  Rojo.  El  patrón  alimenticio  de  este 
grupo  puede  ser  diferente,  ya  que  la  política  de  estos  centros 
es  ofrecer  servicios  alimenticios  compatibles  con  las 
recomendaciones  nutricionales  establecidas  por  los 
profesionales  de  este  campo  de  la  salud. 

Se  recomienda  que  se  continúen  y se  amplíen  estudios  de 
esta  naturaleza  para  precisar  los  patrones  alimenticios  de 
este  sector  poblacional.  Un  diseño  investigativo  que  recoja 
información  cuantificada  acompañada  por  datos 
antropométricos  puede  ofrecer  un  aporte  valioso  a la 
búsqueda  de  una  explicación  del  proceso  de  longevidad. 
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What  can  you  do  for 
hypertensives  like  Don  S? 


New  patient 

Workup  at  56  shows 


a systolic  of  162  mmHg 
diastolic  of  100  mmHg. 


Dislikes  taking 
medication 

Prior  to  last  year,  never  sick 
in  his  life.  Hates  the  thought 
of  yet  another  medication. 


Loves  food 


Coexistent  ulcer 

Previous  physician 
put  him  on  cimetidine. 


Patient  description  is 
a hypothetical  com- 
posite based  on  clini- 
cal experience  and 
evaluation  of  data. 


STB-2Í 

0196310  AMERICAS  I 


But  often  eats  on 
the  run... vows  to  be 
more  careful. 


Rely  on  one-tablet-a-day 
dosage  and  cardioselectivity.' 


* Cardioselectivity  denotes  a relative  preference 
for  P,  receptors,  located  chiefly  in  cardiac  tissue. 
This  preference  is  not  absolute. 


“Real  life”  efficacy 

Don  S represents  899  black  patients  between  56  and  70 
treated  effectively  in  the  28-day  TENORMIN  evaluation  of 
39,745  hypertensives  of  all  types.  The  setting  for  the 
evaluation  was  real  life— the  daily  practices  of  9,500  U.S. 
physicians.' 


Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy  and 
safety  of  TENORMIN  had  already  been  established  world- 
wide by  hundreds  of  published  clinical  studies  and  more 
than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data  were 
analyzed  for  variables  such  as  sex,  age,  race,  and  weight,  a 
large  majority  of  patients  in  each  group  achieved  satisfac- 
tory blood  pressure  control,  even  in  Don  S's  racial  and  age 
group.' 

Of  all  controlled  cases,  an  impressive  95%  reported 
feeling  well,  an  important  consideration  in  hypertension 
management^ 


Compatible  with  címetídíne 
and  ranitidine 

TENORMIN  is  not  metabolized  by  the  liver.  Its  pharmaco- 
kinetics are  unaffected  when  administered  concomitantly 
with  cimetidine  or  ranitidine®'*  This  compatibility  of 
TENORMIN  with  today’s  widely  prescribed  receptor 
antagonists  makes  it  a logical  choice  for  hypertensives  like 
Don  S who  are  under  treatment  for  a coexistent  ulcer. 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side  effects* 
with  TENORMIN  provided  an  excellent 
degree  of  compliance.  Only  15%  of  the 
patients  in  the  evaluation  reported  adverse 
reactions  of  any  kind,  and  only  7.5%  discon- 
tinued therapy.' 


For  Don  S...and  virtually 
all  your  hypertensive  patients 

wm  ONE  TABLETA  DAY 

Tcnormin 

(afenold) 


9 following  page  for  brief  summary 
prescribing  informafion. 


STUART  PHARMACEUTICALS 
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(atenolol) 

For  Don  S... 


and  virtually 
all  your 
hypertensive 
patients 


TENORMIN"  (atenolol) 

A beta, -selective  blocking  agent  for  hypertension 

DESCRIPTION: TENORMIN’  (atenolol),  asynthetic,  betai-selective(cardioseleciive) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide, 
4-[2'-hydroxy-3'-[{1-methylethyl)  ammo]  propoxyj-  Atenolol  (free  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26.5  mg /ml  at  37°C  and 
a log  partition  coefficient  (octanol /water)  of  0 23  It  is  freely  soluble  m IN  HCI  (300  mg /ml  at  25  X) 
and  less  soluble  in  chloroform  (3  mg  / ml  at  25 ^C) 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  m sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS). 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and.  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician’s  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENOT^MIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  Its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a betaj-stimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case.  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 
TENORMIN,  tike  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg.  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg.  profound 
bradycardia,  hypotension) may  be  corrected  with  atropine  (1-2  mg  I V) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg.  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION). 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 
Should  it  be  decided  to  discontinue  therapy  m patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg /kg /day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg/  kg  /day  or  1 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 


lation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starting  at  1 5 mg  / kg  / day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but 
not  1 50  mg  atenolol  / kg/day  (1 50  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo /fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg/kgor 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg/kg  or  1 2.5-ümes  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg.  by  checklist— foreign  studies)  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (0%-0  5%).  postural  hypotension 
(2%-1%).  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (4%-1%),  vertigo  (2%-0.5%), 
light-headedness(l%-0%).  tiredness  (0  6%-0  5%),  fatigue  (3%-1%).  lethargy  (1%-0%).  drowsi- 
ness (0.6%-0%),  depression  (0  6%-0.5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS),  wheeziness  (0%-0%),  dyspnea  (0.6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (12%-5%).  postural  hypotension 
(4%-5%),  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (13%-6%).  vertigo  (2%-0.2%). 
light-headedness(3%-0  7%).  tiredness  (26%-1 3%).  fatigue  (6%-5%),  lethargy  (3%-0  7%). 
drowsiness  (2%-0  5%),  depression  (12%-9%),  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%).  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS)  wheeziness  (3%-3%).  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances. hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  shofl-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium.  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia.  Peyronie’s  disease,  erythematous  rash,  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available.  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemcxiialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Biock  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Faiiure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  irj  addition  to  atropine  and  digitalis. 

Bronchospasm:  Aminophylfine.  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
'one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  m cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml/ mm  1 73  m' (normal  range  is  100-150  ml /mm /I  73  m*),  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(mlmin173m*1  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  m 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  1 00  tab- 
lets Tablets  of  100  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  unit-dose  packages  of  100  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 

Peferences:  1.  Data  on  file,  Stuart  Pharmaceuticals  2.  Herman  RL,  Lamdin  E.  Fischefli  JL.  Ko  HK 
Postmarketing  evaluation  of  atenolol  (Tenormin* ):  A new  cardioselective  beta-blocker  Curr  Ther 
fíes  1983,  33(1)  165-171  3.  Feely  J.  Wilkinson  GR.  Wood  AJJ  Reduction  of  liver  blood  flow  and 
propranolol  metabolism  by  cimetidine  N Engl  J Med  1 981 , 304  692-695  4.  Kirch  W.  et  al  Influence 
of  /5-receptor  antagonists  on  pharmacokinetics  of  cimetidine  Drugs  1983.  25(suppl  2)  127-130 
5.  Spahn  H.  et  al  Influence  of  ranitidine  on  plasma  metoprolol  and  atenolol  concentrations  Br  Med  J 
1983.  286  1546-1547  6.  Zacharias  FJ  Comparison  of  the  side  effects  of  different  beta  blockers  in 
the  treatment  of  hypertension  Primary  Cardiol  1 980, 6(suppl  1 ) 86-89 
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Changes  of  Morbidityrand  Mortality  from 
Caiícér  óíf'the  Cervix  Uteri  ^ 

in  Puerto  Rico  * 


In  1950,  a Detection  Clinic  for  cancer  of  the  cervix  uteri 
started  at  the  School  of  Medicine  of  the  University  of 
Puerto  Rico.  From  1957  up  to  date  the  Department  of 
Health  has  fully  supported  this  activity,  and  it  was  incorpo- 
rated to  the  Cancer  Control  Program. 

In  the  first  decade  a limited  number  of  Papanicolaou’s 
tests  (Paps)  were  taken,  mostly  from  women  living  in  the 
Metropolitan  Area,  but  this  number  was  increasing  every 
year. 

In  1961,  this  program  was  extended  to  the  whole  island  by 
settling  a cytology  laboratory  and  a group  of  key  personnel 
(cytotechnologists,  nurses,  M.S.  Workers,  and  Clerks)  in 
each  of  the  five  governmental  regional  hospitals.  These 
groups  work  in  coordination  with  personnel  of  the  corre- 
sponding gynecology,  pathology,  and  radiotherapy 
departments. 

The  number  of  women  examined  every  year  increased 
from  almost  3,000  in  1950,  to  12,000  in  1960,  and  156,000  in 
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1981  (a  52  times  increase).  In  addition,  it  is  estimated  that  no 
less  than  another  150,000  women  have  also  Pap  smears 
every  year  through  private  practice. 

The  sources  of  the  medically  indigent  patients  have  been 
multiple,  such  as  women  attending  ad-hoc  cancer  detection 
clinics,  maternal  and  gynecological  clinics  and  finally, 
women  attending  the  family  planning  clinics.  All  women 
with  abnormal  Paps  have  been  followed  up  in  order  to 
provide  them  the  adequate  diagnosis,  and  treatment  as  soon 
as  possible. 

Activities' 

The  methodology  used  for  screening,  diagnosis,  and  treat- 
ment, has  nothing  different  from  the  accepted  standards. 
(Fig.  1).  From  1962  to  1981  more  than  2.3  millions  Paps 
have  been  processed  in  our  Program.  Thirty-six  percent  36% 
of  them  were  the  initial  Paps  for  the  patients,  and  64%  were 


FIGURE  I 


Control  of  Patients  with  Cytologies  from  the  Cervix  Lteri  by  Colposcopy 
Puerto  Kico  1980 


Reference:  CA  - A Cancer  Journal  for  Clinicians,  Vol.  29  No.  3,  1979,  Pag.  179. 


Director,  Cancer  Control  Program,  Department  of  Health,  Santurce,  Puerto  Rico. 
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yearly  repeats.  Forty-three  hundred  and  69  malignant 
tumors  were  confirmed  from  the  2.3  million  patients,  71%in 
situ  and  29%  invasive  (Table  1).  From  the  828,570  women 
with  the  first  Pap,  48%  were  under  30  years  of  age,  31%,  30- 


44,  and  20%,  45  years  and  older.  The  yield  of  cancer  cases 
increased  with  the  age  for  both,  in  situ  and  invasive  stages. 
However,  the  ratio  in  situ/ invasive  decreased  with  the  age, 
(Table  2). 


TABLA 

TABLE 


1 


Programa  de  Detección  de  Cáncer  del  Cuello  Uterino 
Detection  Program  of  Cancer  of  the  Cervix  Uteri 
Puerto  Rico,  1962-81 


Total  Citolog. 
Tot.  Cytolog. 
Num.-No.  % 

Inicial 

Inicial 

Núm.-No.  % 

Segunda 

Second 

Núm.-No.  % 

Tercera 

Third 

Núm.-No.  % 

Cuarta 

Fourth 

Núm.-No. 

% 

Quinta  + 

Fifth  + 

Núm.-No.  % 

Tot.  Mujeres 

Exam. 

Total  Women 

Exam. 

2,305,448  100 

828,470  35.9 

372,080  16.1 

307,870  13.4 

254,151  1 

1.0 

542,877  23.6 

Casos  de 

Cancer  Dx. 

Cancer  Cases  Dx. 

4,369  100 

2,356  53.9 

611  14.0 

386  8.8 

323 

7.4 

693  15.9 

In  Situ 

3,096  100 

1,437  46.4 

473  15.3 

323  10.4 

272 

8.8 

591  19.1 

Invasivo-Invasive 

Casos:  1000  Citol. 

1,273  100 

919  72.2 

138  10.8 

63  5.0 

51 

4.0 

102  8.0 

Cases:  1000  Cytol. 

1.90 

2.84 

1.64 

1.25 

1.27 

1.28 

In  Situ 

Invs. 

1.34 

1.73 

1.27 

1.05 

1.07 

1.09 

(Todos-All) 

0.55 

l.ll 

0.37 

0.20 

0.20 

0.19 

Relación-Ratio 

1S:1V 

2,4:1 

1,6:1 

3,4:1 

5,3:1 

5,4:1 

5,7:1 

TABLA 

2 

TABLE 


Casos  de  Cáncer  Diagnosticados  en  la  Mujer  con  Citología  Inicial,  por  Edad 
Cancer  Cases  Diagnosed  in  Women  with  the  Initial  Cytology,  By  Age 
Puerto  Rico,  1962-81 


Todos  los  casos 

Etapa 

-Stage 

Relación 

Edad 

Mujeres  Exam. 

All  Cases 

In  Situ 

Invas.  (Todos-All) 

Ratio 

Age 

Exam.  Women  % 

Núm.- 

No.:l000 

Núm.-No. :I000 

Núm.-No. :1000 

IS:IV 

<30 

399,025 

48.2 

334 

0.84 

307 

0.77 

27 

0.07 

11.4:1 

30-44 

259,948 

31.4 

954 

3.67 

739 

2.84 

215 

0.83 

3.4:1 

45+ 

169,597 

20.5 

1,242 

7.32 

534 

3.15 

708 

4.17 

0.8:1 

TOTAL 

828,570 

100.0 

2,530 

3.05 

1,580 

1.91 

950 

1.15 

1.7:1 
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In  relation  with  the  residence  ol  the  patients,  we  have 
found  a consistent  greater  yield  of  cancer  cases  in  women 
with  initial  Pap  at  the  northern  region  of  the  Island.  This 
finding  is  a matter  of  further  investigation.  (Table  3). 

Impact  of  These  Activities  on  the  Morbidity  of  Cancer 
of  the  Cervix  and  Mortality  From  Cancer  of  the  Uterus 

According  with  the  Central  Cancer  Registry  Data,^  from 
the  whole  island,  up  to  1981  cancer  of  the  cervix  uteri, 
including  in  situ  lesions,  has  been  the  most  frequent 


malignancy  among  Puerto  Rican  women,  being  responsible 
for  1 out  of  every  5 malignant  tumor  in  this  sex.  In  1981  this 
primary  cancer  site  has  ranked  second  to  cancer  of  the  breast 
but  still  predominates  over  any  other  cancer  site  in  women. 
If  the  in  situ  cases  are  excluded,  cancer  of  the  breast  has 
become  more  frequent  than  the  invasive  tumors  of  the  cervix 
since  1971.  (Table  4). 

Among  the  tumors  of  female  genital  organs,  cancer  of  the 
cervix  uteri  ranked  the  most  frequent  cancer  site.  The  cervix- 
corpus  ratio  has  decreased  along  the  years,  invasive  tumors 
of  the  cervix  uteri  accounted  for  66%  in  1950,  35.2%  in  1971, 


TABLA 

3 

TABLE 


Casos  de  Cáncer  Diagnosticados  en  la  Mujer  con  Citología  Inicial,  por  Residencia 

Puerto  Rico,  1952-81 

Cancer  Cases  Diagnosed  in  Women  with  the  Initial  Cytology,  By  Residence 

Puerto  Rico,  1952-81 


Residencia 

Residence 

Mujeres  Exani. 
Women  Exam. 

% 

Todos  los  Casos 

All  Cases 

Núm.-No.:1000  Cit. 

Etapa- 

Stage 

In  Situ 

Núm.-No.:1000  Cit. 

Invas.  (Todos-AII) 
Núm.-No.:1000  Cit. 

San  Juan  (N.E.) 

320,010 

38.6 

944 

2.9 

582 

1.8 

362 

1.1 

Ponce  (South) 

225,093 

27.2 

545 

2.4 

374 

1.7 

171 

0.8 

Fajardo  (East) 

84,378 

10.2 

168 

2.0 

73 

0.9 

95 

l.l 

Arecibo  (North) 

91,123 

1 1.0 

532 

5.8 

296 

3.2 

236 

2.6 

Mayaguez  (West) 

74,078 

8.9 

252 

3.4 

187 

2.5 

65 

0.9 

Caguas  (Central) 

33,788 

4.1 

89 

2.6 

68 

2.0 

21 

0.6 

TOTAL 

828,470 

100.0 

2,530 

3.1 

1,580 

1.9 

950 

l.l 

TABLA 

4 

TABLE 


Las  Cinco  Localizaciones  de  Cáncer  más  Frecuentes  en  la  Mujer 
The  Five  Most  Frequent  Cancer  Sites  in  Women 
Puerto  Rico,  1981,  1971,  and  1950a 


Localizaciones 

Primarias 

Casos 

1981 

TCb 

TAEc 

Casos 

1971 

TCb 

TAEc 

Casos 

1950 

TCb 

TAEc 

Primary  Sites 

Cases 

% 

CRb 

AARc 

Cases 

% 

CRb 

AARc 

Cases 

% 

CRb 

AARc 

Mama- Breast 

Cuello  Uterino 

601 

20.7 

36.3 

•23.4 

329 

15.0 

23.3 

17.3 

112 

9.8 

10.2 

10.2 

Cervix  Uteri 

526 

18.1 

31.8 

23.8 

604 

27.6 

42.7 

34.6 

324 

28.3 

29.4 

29.4 

In  Situ 

295 

10.2 

17.8 

14.4 

317 

14.5 

22.4 

19.5 

16 

1.4 

1.5 

1.5 

Invasivo-Invasive 

231 

8.0 

14.0 

9.4 

287 

13.2 

20.3 

15.0 

308 

26.9 

27.9 

27.9 

Colon  y Recto 

Colon  & Rectum 

303 

10.4 

18.3 

10.4 

151 

6.9 

10.7 

7.0 

44 

3.8 

4.0 

4.0 

Utero  Exc.  Cuello 
Uterus  Exc.  Cervix 

155 

5.3 

9.4 

5.9 

100 

4.6 

7.1 

5.0 

103 

9.0 

13.8 

13.8 

Estómago-Stomach 
Todas  Localiza- 

140 

4.8 

8.5 

4.8 

117 

5.3 

8.3 

5.2 

152 

13.3 

9.1 

9.1 

ciones-AII  Sitesd 

2,095 

100.0 

175.7 

1 13.0 

2,187 

100.0 

154.7 

1 13.5 

1,145 

100.0 

103.7 

103.7 

a)  Datos  actualizados  del  Registro  Central  del  Cd/tcer.  / Updated  data  from  The  P.R.  Central  Center  Registry. 

b)  Tasas  Crudas  por  100,000  mujeres/Crude  Rates  per  100,000  women. 

c)  Tasa  Aj.  por  Edad  con  el  Censo  Poblacional  de  P.R.,  1950/ Age-Adj.  Rates  by  P.R.  1950  Census  Population. 

d)  Exc.  Ca.  basocelulares  y epidermoides  de  la  piel/Excl.  Sq.  and  bas.  cell  ca.  of  the  skin. 
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but  only  27.7%  in  1981.  On  the  contrary,  in  situ  carcinoma 
of  the  cervix  accounted  for  3.4%  in  1950,  38.8%  in  1971,  and 
35.4%  in  1981.  (Table  5). 

The  age-adjusted  incidence  rates  of  cancer  in  situ  of  the 
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cervix  uteri  have  increased  9 times  from  1950  to  1980,  but 
the  rates  of  the  invasive  tumors  of  this  organ  have  decreased 
46%,  consequently,  the  ratio  IS/ IV  increased  from  0.05:1  in 
1950  to  1.28:1  in  1981.  (Table  6,  Fig.  2). 


TABLA 

5 

TABLE 


Incidencia  de  Cáncer  de  los  Organos  Genitales  de  la  Mujer 
Cancer  Incidence  of  Female  Genital  Organs 
Puerto  Rico,  1981,  1971,  and  1950a 


Localizaciones 

Primarias 

Primary  Sites 

Casos 

Cases 

1981 

% 

TCb 

CRb 

TAEc 

AARc 

Casos 

Cases 

1971 

% 

TCb 

CRb 

TAEc 

AARc 

Casos 

Cases 

1950 

% 

TCb 

CRb 

TAEc 

AARc 

Cuello  Uterino 

Cervix  Uteri 

526 

63.1 

31.8 

23.8 

604 

74.0 

42.7 

34.6 

324 

69.5 

29.2 

29.2 

in  Situ 

295 

35.4 

17.8 

14.4 

317 

38.8 

22.4 

19.5 

16 

3.4 

1.5 

1.5 

Invasivo-Invasive 

231 

27.7 

14.0 

9.4 

287 

35.2 

20.3 

15.0 

308 

66.1 

27.7 

27.7 

Cuerpo  Uterino 
Corpus  Uteri 

140 

16.8 

8.5 

5.3 

83 

10.2 

5.9 

4.1 

18 

3.9 

1.6 

1.6 

Otro  & Utero 

No  Espec. 

Other  Sl  Not  Spec. 
Uterus 

15 

1.8 

0.9 

0.6 

17 

2.1 

1.2 

0.8 

85 

18.2 

7.6 

7.6 

Ovario,  Tubo  Fal. 

& Lig. 

Ancho-Ovary, 

Tube  & Broad 
Ligament 

96 

11.5 

5.8 

3.8 

61 

7.5 

4.3 

3.1 

22 

4.7 

2.0 

2.0 

Otro  & Genital 

Fern.  No 

Esp. -Other  & 

Not  Spec. 

Fern.  Genital 

56 

5.7 

3.4 

2.0 

51 

6.3 

3.6 

2.3 

17 

3.7 

1.5 

1.5 

Total  Genital 

Fern. 

Total  Fern. 

Genitals 

883 

100.0 

50.4 

35.2 

816 

100.0 

57.7 

45.0 

466 

100.0 

42.0 

42.0 

a)  Datos  actualizados  del  Registro  Central  üe!  CaMícr./ Updated  data  from  The  P R.  Central  Center  Ca.  Registry. 

b)  Tasas  Crudas  por  100,000  mujeres/Crude  Rates  per  100,000  women. 

c)  Tasa  Aj.  por  Edad  con  el  Censo  Poblacional  de  P.R.,  1950/ Age-Adj.  Rates  by  P R.  1950  Census  Population. 


TABLA 

6 

TABLE 

Incidencia  de  Cáncer  del  Cuello  Uterino  por  Etapa  de  la  Enfermedad 
Incidence  of  Cancer  of  the  Cervix  Uteri  by  Stage  of  the  Disease 
Puerto  Rico,  1950-8 la 


ETAPA  - 

STAGE 

In  Situ 

Invasivo  (E)  (Todos  All) 

Niim. 

No. 

% 

TCb 

CRb 

TAEc 

AARc 

Núm. 

No. 

% 

TCb 

CRb 

TAEc 

AARc 

16 

4,9 

1.5 

1.5 

308 

95.1 

27.4 

27.4 

39 

12.5 

3.5 

3.3 

274 

87.5 

24.3 

23.0 

86 

24.3 

7.2 

6.7 

268 

75.7 

22.5 

19.5 

230 

44.2 

17.8 

16.8 

291 

55.8 

22.6 

18,7 

319 

50.5 

22.8 

21.0 

313 

49.5 

22.8 

17.1 

336 

57.9 

21.1 

18.9 

244 

42.1 

15.3 

1 1.2 

349 

57.7 

21.4 

18.3 

256 

42.3 

15.7 

11.4 

295 

56.1 

17.8 

14.4d 

231 

43.9 

14.0 

9,4c 

Total 

Años  Casos 
Years  Cases 


Rel.  IS:IV 
Ratio  IS:IV 


1950 

1955 

I960 

1965 

1970 

1975 

1980 

1981 


324 

313 

353 

521 

632 

580 

605 

526 


100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 

100.0 


0.05:1 


0.14 

0.32 

0.79 

1.02 

1.38 

1.36 

1.28 


a)  Datos  actualizados  del  Registro  Central  del  Cancer.  ¡Updated  data  from  The  PR.  Central  Cancer  Registry. 


b)  Tasas  Crudas  por  100,000  mujeres/Crude  Rates  per  100,000  women. 

c)  Tasa  Aj.  por  Edad  con  el  Censo  Poblacional  de  P.R.,  1950/ Age-Adj.  Rates  by  P.R.  1950  Census  Population, 
(1)  9 veces  de  aumento  (9-fold  increase). 

c)  46%  de  disminución  (46%  decrease). 
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Tendencia  de  la  Incidencia  de  Cáncer  del 
Cuello  Uterino,  por  Etapa 
Trend  of  Incidence  of  Cancer  of  the 
Cervix  Uteri,  By  Stage 
Puerto  Rico  I9SO-I980^ 


u)  Dates  uctuuli/adus  del  Keg.  Cent,  dc  Cancer  de  P.K.  Updated  data 
from  the  I’.R.  C.  Ca.  Reg. 

b)  Tasas  aj.  según  I’obl.  Censal  de  P.R.  de  1950/ Age-adj.  P.R,  1950 
Census  Population. 


Breaking  down  the  invasive  carcinomas  by  stage,  no 
consistent  trends  are  found  in  the  age-adjusted  rates  from 
localized  and  remote  tumors,  but  the  tumors  in  regional 
stage  shows  a consistent  and  significant  decreasing  trend 


from  13.0  to  2.9  per  100,000.  It  is  observed  also  that  this 
decrease  has  been  accelerated  simultaneously  with  the 
expansion  of  the  detection  activities  throughout  the  island. 
(Table  7,  Fig.  3). 


TABLA 

7 

TABLE  Incidencia  de  Etapas  Invasivas  de  Carcinoma  del  Cuello  Uterino 

Incidence  of  Invasive  Stages  of  Carcinoma  of  the  Cervix  Uteri 
Puerto  Rico,  1950-81a 


Año 

Yr. 

Total 

Casos 

Cases 

% 

ETAPA  INVASIVA/INVASIVE  STAGE 

Núm. 

No. 

No  Espec./Not  Spec. 

TCb  TAEc 
% CRb  AARc 

Localizados/Localízed 

Núm.  TCb  TAEc 

No.  % CRb  AARc 

Núm. 

No. 

Regional 

TCb 
% CRb 

TAEc 

AARc 

Remotos/Remote 
Núm.  TCb 

No.  % CRb 

TAEc 

AARc 

1950 

308 

100.0 

63 

20.5 

5.7 

5.7 

144 

46.8 

13.0 

13.0 

18 

5.8 

1.6 

1.6 

83 

26.9 

7.5 

7.5 

1955 

264 

100.0 

92 

33.6 

8.2 

7.1 

151 

55.1 

13.4 

12.7 

8 

2.9 

0.7 

0.6 

23 

8.4 

2.0 

1.9 

I960 

268 

100.0 

79 

29.5 

6.6 

5.8 

137 

51.1 

11.5 

9.8 

5 

1.9 

0.4 

0.3 

47 

17.5 

3.9 

3.5 

1965 

291 

100.0 

98 

33.7 

7.6 

6.6 

149 

51.2 

11.5 

9.4 

35 

12.0 

2.1 

2.1 

9 

3.1 

0.7 

0.6 

1970 

313 

100,0 

164 

52.4 

12.2 

9.6 

120 

38.3 

8.9 

6.3 

21 

6.7 

1.5 

l.l 

8 

2.6 

0.6 

0.5 

1975 

244 

100.0 

113 

46.3 

7.1 

5.4 

96 

39.3 

6.0 

4.2 

20 

8.2 

1.3 

0.8 

15 

6.1 

0.9 

0.7 

1980 

256 

100.0 

175 

68.4 

10.7 

7.9 

61 

23.8 

3.7 

2.6 

15 

5.8 

0.9 

0.6 

5 

2.0 

0.3 

0.2 

1981 

231 

100.0 

136 

58,9 

8.2 

5.6d 

71 

30.7 

4.3 

2.9c 

18 

7.8 

l.l 

0.7f 

6 

2.6 

0.4 

0.3 

a)  Datos  actualizados  del  Registro  Central  del  Cancer  de  P./J./Updated  data  from  The  P.R.  Central  Cancer  Registry. 

b)  Tasa  cruda  por  100,000  mujeres, /Crude  rate  per  100,000  women. 

c)  Tasa  aj.  por  edad  con  el  Censo  de  Población  de  1950. /Age-adj.  rates  by  1950  P.R.  Census  Population. 

d)  Variable. 

e)  Disminución  de  78%  - Decrease. 

0 Variable. 
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Tendencia  de  la  Incidencia  de  Cáncer  del 
Cuello  Uterino,  por  Etapa 
Trend  of  Incidence  of  Cancer  of  the 
Cervix  Uteri,  by  Stage 
Puerto  Rico  1950-1980^ 


a)  Uatob  actualizados  del  Reg  Cent,  de  Cáncer  de  P.R.,  Updated  data 
from  the  P R.  Cancer  Reg. 

b)  rasas  Aj.  según  Pobl.  Censal  de  P R de  1950;  Age-adj.  P R.  1950 
Census.  Population. 


The  possible  explanation  of  the  apparent  variability  of  the 
trend  of  remotes  cases  could  be  the  number  of  cases  not 
staged  in  the  earlier  years.  If  we  assume  that  the  not  staged 
cases  were  remote  cancer  cases  (most  probably)  then  is 
shown  a consistent  decrease  of  the  incidence  of  remote  cases, 
as  it  actually  ocurred  among  gynecological  practices. 

Some  years  ago,  with  support  from  the  National  Cancer 
Institute,  the  program  tried  to  motivate  the  women  who 
never  have  had  a Pap  (unreachable  women)  with  partial 
success  mainly  due  to  cultural  reasons.  It  was  not  possible  to 
continue  that  search  because  of  the  great  amount  of  time 


and  effort  that  this  group  was  taken  in  detriment  of  the  rest 
of  the  detection  program. 

Taken  account  that  the  cause  of  death  in  death  certificates 
are  not  totally  reliable  for  specific  organ  cancer  subsites,  we 
consider  for  this  study  to  analize  total  uterus  mortality  in 
spite  of  the  possible  neutralizing  effect  of  the  decreasing 
ratio  cervix-corpus  on  the  true  mortality  from  cancer  of  the 
cervix.  It  is  found  that  a consistent  and  significant  decrease 
of  age-adjusted  mortality  from  cancer  of  the  uterus  in 
Puerto  Rico,  and  that  this  decrease  was  accentuated  after 
the  expansion  of  the  detection  program.  (Table  8,  Fig.  4). 


TABLA 

8 

TABLE 


Mortalidad  de  Cáncer  del  Utero  (Todas-Loc.) 
Mortality  from  Cancer  of  the  Uterus  (All-Sites) 
Puerto  Rico,  1950-81a 


Año 

Year 

1950 

1955 

I960 

1965 

1970 

1975 

1980 

1981 


Núm.  de  Muertes 
No.  of  Deaths 

228 

199 

182 

152 

173 

154 

109 

no 


Tasas/Rates  1000,000 

Cruda/Crude  Ajustadas/ Adj.b 


20.6 

17.9 

16.4 

1 1.4 

12.5 

9.7 

6.7 
6.7 


20.6 

16.3 

13.3 
9.3 
8.8 
6.6 
4.5 
4.0c 


a)  Datos  del  Registro  Demográfico/ Data  from  Demographic  Registry. 

b)  Tasa  aj.  por  edad  con  el  Censo  Poblacional  de  P.R.  para  1950/ Age-adj.  rate  by  P R.  1950  Census  Population. 

c)  Disminución  de  un  80.6%  - Decrease. 
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Tendencia  de  la  Mortalidad  por  Cáncer 
del  Utero 

Trend  of  Mortality  from  Cancer  of  the  Uterus 
Puerto  Rico  1950- 1980a 


a)  Datos  actualizados  del  Reg.  Cent,  de  Cáncer  de  P.R./ Updated  data 
from  the  P.R.  Cancer  Reg. 

b)  Tasas  Aj.  según  Pobl.  Censal  de  P.R.  de  1950/ Age-adj.  P.R.  1950 
Census  Population. 


During  the  last  three  years  we  have  traced  the  women 
reported  dead  from  cancer  of  the  cervix  uteri  and  consist- 
ently all  of  them  did  not  have  a Pap  during  their  lives. 

Conclusion 

We  believe  that  this  screening  program  has  been  the  most 
important  factor  to  accelerate  a decrease  of  the  morbidity 
and  mortality  from  cancer  of  the  cervix  uteri.  Some  persons 
everywhere  have  raised  the  question  about  the  true  effects  of 
this  kind  of  detection  program.  We  know  that  it  is  necessary 
to  answer  some  other  questions,  but  with  the  above 
presented  data  it  seems  unquestionable  that  the  screening 
procedures  have  played  the  major  role  in  the  improvement 
of  morbidity  and  in  decreasing  the  mortality  from  this 
cancer  site. 


Resumen:  El  Programa  de  Control  de  Cáncer  del 

Departamento  de  Salud  ha  conducido  un  programa  de 
detección  de  cáncer  cérvico-uterino  en  Puerto  Rico.  De 
1962  al  1981  se  han  tomado  y analizado  2,305,448  muestras 
de  secresiones  cérvico-vaginales,  se  han  confirmado  4,369 
casos  de  cancer,  1,273  invasivos  y 3,096  in  situ.  La  tendencia 
de  los  casos  invasivos  es  significantemente  descendente  y la 
mortalidad  ajustada  por  cáncer  uterino  ha  disminuido  de 
20.6  por  100,000  en  1950  a 4.0  en  1981.  Consideramos  que  de 
continuarse  ese  programa  podría,  en  un  tiempo  no  remoto, 
erradicarse  la  mortalidad  por  cáncer  del  cuello  uterino. 
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Bile  Reflux  Demonstrated  By  ^^'"Tc  Disofenin 

Roberto  Bordewyck,  M.D. 

^ Julio  V.  Rivera,  M.D. 

Martin  Ortiz  Camacho,  M.D. 


Case  Summary 

A 50  year  old  male  with  a history  of  peptic  ulcer  disease, 
for  which  due  to  intractable  bleeding,  a sub-total 
gastrectomy  Billroth  II  was  performed  in  1964,  was 
admitted  to  the  hospital  on  July  5,  1983.  He  complained  of 
constant,  non-irradiating,  epigastric  pain,  which  increased 
after  ingestion  of  food,  occasional  vomiting  of  greenish 
material  and  weight  loss  since  1976.  He  also  reported 
dumping  syndrome  since  the  time  of  the  ulcer  surgery  and 
cholecystectomy. 

Laboratory  examinations;  hemoglobin,  11.2  g/dl; 
hematocrit,  84.0%;  leukocytes,  6,300  cu/mm;  MCV, 
71.8um^;  MCH,  23.7  pg;  platelets,  277,000.  Normal  PT  and 
PTT  and  blood  chemistry. 

An  endoscopy  which  was  performed  the  day  following 
admission  revealed  a severely  hyperemic  and  friable  gastric 
mucosa  with  superficial  ulcerations.  Bile  was  present  in  the 
antrum.  A diagnosis  of  alkaline  reflux  gastritis  was  made. 

The  patient  was  referred  to  the  Nuclear  Medicine  Service 
for  a bile  reflux  scintiscan.  This  was  performed  with  the 
intravenous  injection  of  5 mCi  of  ^^"’Tc  desofenin,  adminis- 
tered with  the  patient  on  the  supine  position.  Serial 
scintiscans  were  taken  every  5 minutes  for  1 hour.  After  one 
and  a half  hours  the  patient  was  instructed  to  drink  400  cc  of 
water  2 mCi  of  colloid  and  images  were  acquired  on  a 
computer  system  (Fig.  1). 


A B 

Í 


C jjjgg  D 

Figure  1.  Hepatobiliary  study  (‘'‘'"'Tc  disofenin),  serial  image: 

A.  IS  min,  shows  liver  and  excretion  into  the  common  bile  duct  and 
duodenum. 

B.  4S  min,  material  has  progressed  along  duodenum  and  entered 
proximal  jejunal  loop  and  stomach. 

C.  60  min,  nearly  all  has  entered  stomach. 

D.  immediately  after  ingestion  of  Tc  sulfur  colloid  which  helps 
identify  the  stomach;  material  passed  into  the  efferent  loop. 

f'rom  the  Nuclear  Medicine  and  Medical  Services  Veterans  Adminis- 
tration Medical  and  Regional  Olliee  Center,  San  Juan.  Puerto  Rico. 


Discussion 

When  surgical  treatment  of  peptic  ulcer  disease  is  elected 
either  due  to  a perforation,  hemorrhage  or  obstruction,  the 
two  most  frequently  performed  procedures  are  distal  sub- 
total gastrojejunostomy  (Billroth  11)  or  gastroduodenal 
anatomosis  (Billroth  1).  A complication  of  both  procedures, 
especially  the  first  one,  is  alkaline  reflux  gastritis.' 
Meshkinpur  et  al-  have  demonstrated  that  bile  acids  are  not 
the  only  component  producing  this  gastritis  and  that 
patients  with  Billroth  11  surgery  have  higher  concentration 
of  these  acids  in  the  stomach. 

The  symptoms  of  this  condition,  some  of  which  our 
patient  had,  are  epigastric  pain  which  is  aggravated  by  food 
or  anti-acids  and  is  relieved  by  vomiting.  Nausea  with 
vomiting  of  green  material,  weight  loss,  iron  deficiency 
anemia  and  upper  gastrointestinal  bleeding  also  occur. 

For  evaluation  and  diagnosis  of  this  condition,  endos- 
copy is  the  study  usually  performed.  Diagnosis  depends  on 
the  visualization  of  bile  coming  up  through  the  anastomosis. 

With  the  introduction  of  derivatives  of  iminodiacetic  acid 
(IDA)  for  visualization  of  the  hepatobiliary  system  which 
are  mostly  used  for  diagnosis  of  acute  cholecystitis,  other 
conditions  of  the  biliary  system  can  be  evaluated.  Since  this 
provides  us  with  functional  and  potentially  quantitative 
information,  we  could  extend  it  to  see  enterogastric  reflux  of 
bile  acids,  as  demonstrated  in  previous  studies  by  Tolin  et  al’ 
and  Prasanna  et  al.'’ 

In  our  patient  nearly  all  the  hepatobiliary  material  went  to 
the  stomach  which  confirmed  the  diagnosis  of  reflux 
gastritis  as  the  cause  of  his  symptoms.  In  studies  made  by 
Tolin  et  al’  on  13  patients  with  Billroth  11  gastric  resection 
asymptomatic,  they  found  24.6%  enterogastric  reflux  and  in 
those  symptomatic  with  reflux  gastritis  an  average  of  86.3%. 
Prasanna  et  aP  found  similar  results  in  their  studies  of 
enterogastric  reflux.  Even  though  more  studies  are  neces- 
sary for  determination  of  its  sensitivity,  Tc  disofenin 
provides  a safe,  non-invasive  mothod  for  evaluation  and 
follow-up  of  these  patients. 
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Care  of  Knee  I n j ú ries 
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Herman  J,  Hax,  M.D.,  F.A.C.P.'^ 


The  knee  is  the  weakest  and  poorest  protected  joint  in 
the  body.  The  Joint  is  at  the  axis  of  the  two  longest 
bones  in  the  body,  the  femur  and  the  tibia,  with  motion 
primarily  in  extension  and  flexion  and  a minimal  amount  of 
rotation  when  the  knee  is  flexed.  The  bones  barely  touch,  are 
separated  by  the  meniscal  cushions,  and  are  supported 
mainly  by  the  X-cruciate  ligaments  that  stabilize  the  knee. 
The  lateral  and  medial  collateral  ligaments  and  the 
tendinous  insertion  of  the  flexors  and  extensors  of  the  knee 
offer  some  strength  and  stabilization,  especially  if  the 
quadriceps  is  strong.  Treatment  is  directed  toward 
strengthening  the  quadriceps  muscle  and  keeping  it  strong, 
the  "sme  que  non"  in  care  of  the  injured  knee,  especially  after 
a meniscectomy  and/or  repair  of  the  torn  cruciate  ligaments. 

The  long  lever  arms  also  carry  long  muscles,  and  some,  as 
the  hamstrings  and  the  gastrocnemius,  cross  over  two  joints. 
The  gastrocnemius  muscle  can  flex  as  well  as  extend  the 
knee,  depending  on  which  end  is  fixed.  To  strengthen  the 
quadriceps,  the  strong  knee  extensor,  the  leg  must  be 
positioned  correctly  prior  to  the  initiation  of  resistive 
exercises  to  avoid  the  flexion  action  of  the  gastrocnemius 
and  the  hamstrings. 

The  lack  of  protection  of  the  knee  joint  makes  it 
vulnerable  to  injury,  and  this  is  especially  true  of  the  contact 
and  running  sports,  where  ligamentous  and  meniscal  tears 
are  an  accepted  price  to  pay  for  participation.  The  knee  joint 
was  made  for  weight  bearing,  and  as  long  as  the  anterior- 
posterior  motion  is  kept  exactly  right,  there  is  minimal  wear 
and  tear  of  the  meniscus  and  joint  surfaces.  When  the 
anterior-posterior  axis  is  disrupted,  there  is  an  acceleration 
of  wear  and  tear  with  resulting  signs  and  symptoms  of 
degenerative  joint  disease. 

There  are  also  a large  number  of  bursae  to  prevent  friction 
of  the  tendons  and  ligaments  crossing  the  knee  joint.  These 
bursae  swell  with  irritation  and  trauma,  causing  much 
discomfort.  Examination  of  the  synovial  fluid  in  the  joint  is 
not  always  necessary;  but,  if  hemorrhage  is  suspected,  the 
blood  must  be  removed;  otherwise,  the  hematin  will  damage 
the  joint  surface.  All  removed  joint  fluid  should  be  sent  to 
the  laboratory  to  study  cells,  bacteria,  debris,  and  crystals. 
So  often,  the  latter  is  forgotten,  when  a truly  positive 
diagnosis  of  disease  can  be  made  by  finding  the  character- 
istic crystals  in  the  joint  fluid.  A rule  of  thumb  is,  if  the  fluid 
is  worthy  of  removal,  it  is  worthy  of  study. 

The  history  and  physical  examination  are  most  important 
in  arriving  at  a proper  diagnosis.  If  there  is  doubt,  the  newer 
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invasive  diagnostic  studies,  visualization  of  the  knee 
through  the  arthroscope  or  an  arthrogram,  may  be  in  order. 
These  procedures  are  useful  to  confirm,  not  to  make  the 
diagnosis.  Personally,  1 believe  we  are  in  the  era  of  over- 
diagnosis and  overtreatment  of  most  medical-surgical 
problems  — not  only  injuries  to  the  knee.  We  are  also  in  a 
super-scientific  era  of  gadgets  and  excess  medication,  and 
we  forget  to  let  Nature  have  her  way.  The  most  important 
point  in  the  treatment  of  knee  lesions  is  patience  and  protec- 
tion while  Nature  repairs  the  damage.  Above  all,  if  you  can’t 
cure  the  patient,  at  least  do  no  harm. 

The  physiatric  care  of  patients  with  knee  problems  is  as 
follows: 

1.  Physiatric  Examination 

2.  Relief  of  Pain 

3.  Rest  and  Bed  Posture 

4.  Physical  Therapy 

5.  Exercise  Therapy 

6.  Occupational  Therapy 

7.  Vocational  Rehabilitation 

The  Physiatric  Examination 

Usually,  by  the  time  the  patient  has  been  referred  to  the 
Physical  Medicine  and  Rehabilitation  Service,  the  diagnosis 
has  been  made.  In  the  post-arthrotomy  patients,  the  physia- 
trist  should  have  a clear  understahding  of  the  surgery,  the 
pathology  removed,  and  even  more  important,  the 
pathology  remaining.  If  there  are  many  degenerative 
changes  present,  surgery  will  offer  only  temporary  relief. 
Also,  repeated  surgical  procedures  add  additional  trauma 
and  cause  more  instability  of  the  knee  joint. 

The  physiatrist  should  make  a thorough  examination  of 
the  knee  insofar  as  possible,  and  mark  down  the  objective 
findings: 

1.  Muscle  atrophy,  by  measuring  the  diameters  of  the 
thigh  and  calf  muscles,  15  cms.  above  and  below  knee;  2.  At 
this  time  the  circumference  of  the  knee  for  swelling  can  be 
noted;  3.  Measure  the  range  of  joint  motion  from  full  exten 
sion  to  complete  flexion;  4.  Determine  muscle  strength  by 
doing  a manual  muscle  test  of  the  flexors  and  extensors; 

5.  Evaluate  the  gait  and  note  use  of  ambulation  aids;  and, 

6.  Social  and  vocational  problems  that  might  interfere  with 
rehabilitation. 

Relief  of  Pain 

In  general,  pain  in  lesions  of  the  knee  is  accentuated  by 
activity.  1 herefore,  the  best  relief  is  afforded  by  complete 
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rest  of  the  joint.  Sometimes  a simple  elastic  bandage  is  all 
that  is  necessary  to  remind  the  patient  not  to  move  the  knee 
e.xcessively.  At  other  times,  a tubular  cast  may  be  necessary. 
The  cast  should  be  bivalved,  so  that  physical  therapy  can  be 
administered,  and  then  reapplied. 

Careful  palpation  will  elicit  painful  areas  that  help  pin- 
point the  diagnosis,  such  as  an  incomplete  collateral 
ligamental  tear  or  a pesanserina  bursitis.  Usually,  an  injec- 
tion of  local  anesthesia,  Xylocain,  1 per  cent,  with  or 
without  cortocosteroides,  plus  immobilization  will  relieve 
this  pain  without  the  use  of  analgesics.  Muscle  relaxants  and 
ataraxic  drugs  are  not  necessary,  in  my  opinion,  in  the  treat- 
ment of  knee  pain.  Aspiration  may  be  indicated  if  the  joint 
effusion  is  too  extensive.  Physical  therapy  modalities  are  of 
benefit,  especially  cold  packs,  and  will  be  discussed  later. 

Rest  and  Bed  Posture 

Rest  is  most  important,  even  more  so  following  trauma,  in 
order  to  give  the  lacerated  tissues  a chance  to  heal  and  to 
prevent  deformity.  Soft  tissues,  specifically  the  ligaments, 
take  at  least  three  weeks  to  heal  under  the  most  optimum 
condition.  The  knee  must  be  kept  still,  but  this  does  not 
mean  that  the  rest  of  the  body  cannot  be  exercised.  It  may  be 
w ise  to  immobilize  the  knee  with  a circular,  long  leg  cast  and 
use  crutches.  This  will  prevent  knee  motion,  but  at  the  same 
time,  the  weight-bearing  will  activate  proprioceptive  sensa- 
tion that  will  prevent  the  tremendous  atrophy  of  the 
quadriceps  muscle,  the  main  reason  for  prolonged  disability 
in  these  patients.  The  new  plastic  bandage,  lightweight, 
waterproof,  porous  and  strong,  obviates  the  need  for 
bilateral,  long-leg,  ischial  weight-bearing  braces  today. 

Bed  posture  is  extremely  important  in  the  early  post- 
operative period,  especially  if  the  knee  is  immobilized,  to 
prevent  both  hipflexion  and  drop-foot  deformities.  The 
involved  lower  extremity  should  not  be  supported  on  a 
pillow.  A foot  board  should  be  placed  on  the  bed,  and  the 
patient’s  feet  pressed  flat  against  it.  When  the  body  position 
is  changed,  and  the  patient  is  placed  face  down,  the  feet 
should  be  permitted  to  flex  over  the  foot  of  the  bed. 
Likewise,  contracture  of  the  hip  should  be  prevented  by 
mobilizing  exercises  in  bed  to  stretch  the  hip  capsule  and 
prevent  eversion  of  the  lower  extremity.  Also,  other 
exercises,  such  as  gluteal-setting,  abdominal  setting  and 
deep-breathing,  should  be  prescribed  to  dealy  the  decondi- 
tioning of  the  patient. 

Of  greatest  importance  is  the  prevention  of  flexion 
contracture  of  the  knee,  even  as  much  as  five  degrees.  All  of 
us  have  observed  a patient  walking  well  with  a three-point 
crutch  gait,  but  with  the  protected  knee  flexed  40  to  50 
degrees.  This  causes  hamstring  contracture,  retards  full 
extension  of  the  knee,  and  prolongs  the  treatment  and 
disability  unnecessarily.  A much  better  technique  is  to  keep 
the  affected  leg  in  complete  extension  and  increase  the 
height  of  the  heel  and  sole  of  the  unaffected  weigh-bearing 
shoe  by  one  and  one-half  inches,  respectively.  This  will 
permit  the  non-weight-bearing  side  to  swing-through  easily 
without  having  to  flex  the  knee. 

Physical  Therapy 

Physical  I herapy,  Exercise  Therapy,  and  Occupational 
I herapy  serve  two  purposes;  to  prevent  muscle  atrophy,  and 
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to  strengthen  weakened  muscles.  At  the  same  time,  these 
activities  must  not  interfere  with  healing.  A rule  of  thumb  is 
to  begin  with  gravity-eliminated,  active  exercises,  then 
active-assistive  exercises,  progress  to  active,  and  finally  to 
progressive  resistive  exercises. 

Isometric  exercises,  such  as  quadriceps-setting  and 
hamstring-setting,  are  excellent  therapeutic  innovators  that 
can  be  started  very  early.  The  wise  orthopedic  surgeon  will 
request  the  physical  therapist  to  teach  his  patients  these 
exercises  prior  to  surgery,  so  that  they  will  commence  this 
program  as  soon  as  they  awaken  from  the  anesthesia.  These 
exercises  do  not  prevent  muscle  atrophy  completely,  but 
they  stimulate  the  proprioceptive  reflexes  and  assist  the 
arterial,  venous  and  lymphatic  circulation  to  prevent 
stagnation.  Care  must  be  taken  that  the  quadriceps 
contracts  fully  to  produce  complete  extension  of  the  knee 
and  is  held  for  a count  of  five  seconds  with  each  setting 
exercise.  This  is  prescribed  in  increasing  increments 
beginning  with  five  contractions  per  hour  while  awake,  day 
and  night,  and  rapidly  building  up  to  30  or  40  times  q.i.d. 
(four  times  daily)  as  the  stamina  and  strength  return,  and  the 
pain  diminishes. 

Sometimes,  quadriceps’  action  becomes  alienated;  and, 
despite  all  efforts  by  the  physician  and  the  physical 
therapist,  the  patient  cannot  learn  to  contract  this  muscle. 
Then,  the  physiatrist  should  prescribe  electrical  stimulation 
to  the  motor-point  of  the  quadriceps,  using  non-painful 
tetanizing  currents.  This  may  require  that  windows  be  cut  in 
the  cast,  or  the  cast  bivalved,  to  give  the  physical  therapist 
access  to  the  motor  points. 

The  use  of  physical  therapy  modalities,  such  as  heat  and 
cold  to  relieve  pain,  relax  spastic  muscles  and  diminish  the 
resistance  of  the  skin  to  electrical  currents,  is  well-known. 
Cold  packs  are  preferred  to  heat  if  there  is  much  local  pain 
and  heat  is  best  to  relax  the  muscles  in  preparation  for 
message  and  exercise.  The  joint  should  be  completely 
surrounded  by  the  cold  or  hot  packs  that  are  left  un- 
disturbed for  15  minutes.  Deep  heat,  short  wave  or 
ultrasound  diathermies,  can  be  used  to  heat  the  deep  tissues 
of  the  joint  to  increase  the  circulation.  When  there  is 
localized  edema  of  the  quadriceps,  hamstrings  or  gastroc- 
nemius muscles,  20  minutes  of  surging,  high  galvanic 
currents  that  contract  the  muscle  painlessly,  is  an  excellent 
way  to  avoid  bound-down  muscle  that  prevent  full  joint 
motion. 

Exercise  Therapy 

The  crux  of  rehabilitation  of  knee  lesions  is  to  strengthen 
the  quadriceps  muscles  and  prevent  contracture  of  the 
hamstring  muscles.  This  must  be  done  with  caution  when 
the  knee  is  swollen  and  painful,  but  there  are  ways  to  protect 
the  knee  and  permit  early  therapy,  the  sooner  the  better. 
Remember  that  disuse  causes  muscular  atrophy. 

The  earliest  exercise  is  quadriceps  setting.  The  following 
bears  repeating.  This  is  an  isometric  exercise,  and  should  be 
taught  to  the  patient  prior  to  any  surgical  intervention  on 
the  knee.  This  is  the  best  way  to  prevent  alienation  of  muscle 
function  and  to  stimulate  the  proprioceptive  nerve  endings. 
Forceful  contraction  of  the  quadriceps  with  the  knee  in 
extension,  i.e.,  hold  contraction  for  five  seconds  during  each 
interval,  will  not  only  activate  the  muscle  and  delay  atrophy. 
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Care  of  Knee  Injuries 


but  will  also  milk  out  the  accumulated  vascular  and 
lymphatic  fluids  and  prevent  edema.  The  deposition  of 
fibrin  and  other  protein  binds  the  muscle  so  that  it  cannot 
function  thoroughly.  Remember  that  “edema  is  glue,”  and 
this  accumulation  of  interstitial  exudate  can  be  activated  by 
the  muscle  pump. 

Perhaps  the  greatest  virtue  of  quadriceps  setting  is  that  it 
is  painless,  because  the  joint  is  not  moved.  However,  it  must 
be  done  correctly  and  repeated  hourly  during  the  wakeful 
hours  for  optimum  results.  This  exercise  must  be  continued 
until  the  patient  is  able  to  enter  into  a full  program  of 
progressive  resistive  exercices  (p.r.e.). 

Correct  gait  training  is  essential.  The  patient  must  not  be 
permitted  to  develop  a defective  gait  pattern,  which  is 
usually  due  to  pain  and  muscle  weakness.  There  are  a 
number  of  knee  supports,  from  a simple  figure-of-eight 
elastic  bandage  to  expensive  knee  braces,  that  can  be 
prescribed  to  maintain  the  Joint  in  correct  position,  prevent 
pain  and  tide  the  patient  over  the  period  of  muscle  weakness. 
There  are  also  long-leg  braces  with  ischial-weight  bearing 
that  will  relieve  the  strain  on  the  knee  Joint.  However, 
orthotic  devices  work  in  a vicious  circle.  Although  they  act 
, to  unweight  the  knee  Joint,  they  also  promote  quadriceps 
I weakness  by  preventing  full  muscular  contracture. 

Now,  the  best  protection  for  the  knee  is  a strong 
quadriceps  muscle.  The  only  way  to  strengthen  a muscle  is 
through  progressive  resistive  exercises,  the  usual  body- 
building exercise  regime  with  weights.  There  are  three 
methods,  all  of  equal  benefit,  De  Lorme,  Oxford,  and 
German.  Each  can  be  used  to  strengthen  the  quadriceps,  and 
to  a lesser  degree,  the  hamstrings  and  gastrocnemius.  To  be 
effective,  these  resistive  exercises  must  be  repeated  daily 
with  the  maximum  cooper  ition  of  the  patient.  The  physical 
therapist  should  stay  with  he  patient  until  he  has  learned  to 
do  the  exercise  correctly.  There  should  be  a measured, 
weekly  increment  in  weight  based  on  the  maximum-ten- 
repetition  load.  The  physiatrist  should  check  the  patient 
regularly  and  note  any  increase  in  pain  or  swelling  of  the 
knee;  the  latter  requires  supporting  the  knee  during 
exercises.  If  the  knee  swells  excessively,  resistive  exercises 
should  be  discontinued. 

The  resistive  exercises  should  be  continued  until  the 
atrophied  thigh  diameter  and  the  amount  of  weight  lifted  is 
equal  to  the  sound  side.  The  physical  therapist  should 
stimulate  the  patient  to  render  a maximum  effort  with  each 
exercise.  Objective  evidence  of  improvement  can  be  charted 
with  graphs  showing  the  improvement  in  the  range  of  knee 
motion  and  of  the  increased  amount  of  weight  lifted  week  by 
week.  Care  must  be  taken  to  instruct  the  patient  to  contract 
the  vastus  medialis  muscle,  responsible  for  the  last  ten 
degrees  of  knee  extension.  A patient  with  a normal  range  of 
motion,  without  synovial  effusion,  who  does  not  show  an 
increase  in  the  amount  of  weight  lifted  from  week  to  week  is 
not  cooperating  with  the  treatment,  and  the  reason  should 
be  found. 

If  the  progressive  resistive  exercise  regime  produces  more 
pain  and  swelling  of  the  knee,  it  must  be  discontinued,  the 
knee  splinted,  and  quadriceps-setting  exercises  should  be 
I started  again.  On  occasions,  p.r.e.  can  be  continued  satisfac- 
I torily  with  the  knee  splinted  in  extension.  Sometimes  the 
patient  must  be  taught  crutch  walking,  protecting  the  knee. 


either  a three-point  gait  or  a four-point  gait,  if  weight- 
bearing is  permitted,  until  the  pain  and  swelling  have 
disappeared. 

Also,  patients  who  do  not  show  any  increase  in  range  of 
motion  after  eight  to  ten  weeks  of  religiously  performed 
exercises  under  supervision  should  be  referred  back  to  the 
orthopedic  surgeon  for  possible  manipulation  under 
anaesthesia.  Sometimes,  it  may  be  necessary  to  stimulate  the 
quadriceps  and  hamstrings  with  strong,  tetanizing  electrical 
current  if  the  muscle  function  is  alienated.  The  therapist  can 
also  manipulate  the  knee,  doing  exercises  with  a push-pull 
technique  after  local  heat  and  relaxation.  Squatting, 
hanging  weights  on  foot,  flexing  the  knee  force-fully  in  face- 
down position  with  the  good  leg  are  other  methods  to 
improve  knee  flexion. 

If  pain  is  the  main  reason  for  failure  to  improve,  the  knee 
should  be  examined  for  possible  injection  with  local 
anaesthesia.  Large,  boggy,  swollen  knees  should  be 
aspirated,  and  the  liquid  sent  to  the  laboratory  for  examina- 
tion to  rule  out  new-growths,  infection,  gout,  or  other 
causes. 

Occupational  Therapy 

The  physiatrist  can  make  good  use  of  occupational 
therapy  to  improve  range-of-knee  motion  and  strengthen 
the  thigh  muscles.  There  are  various  tools  at  the  disposition 
of  the  occupational  therapist  that  can  be  incorporated  into 
arts  and  crafts:  looms,  bicycle,  gig-saws,  and  other  specific 
foot-driven  equipment.  A schedule  should  be  arranged  so  as 
not  to  tire  out  the  patient  or  to  produce  more  pain  and 
swelling  of  the  knee.  The  O.T.  can  prepare  plastic  splints  to 
immobilize  the  knee  during  the  day  and  night.  Finally,  for 
those  patients  who  will  lose  the  flexion  of  the  knee 
permanently,  the  O.T.  can  teach  them  functional  activities 
of  daily  living,  so  that  the  patient  will  be  self-sufficient  in 
hygiene,  dressing,  and  ambulation  by  means  of  adaptive 
devices.  These  may  range  from  a long  shoe-horn  to  special 
chairs  and  even  bathroom  adaptations  for  those  patients 
with  a stiff  knee. 

Suffice  it  to  say,  knee  flexion  becomes  increasingly 
important  for  those  incapacitated  with  a stiff  hip  on  the 
same  side. 

Vocational  Rehabilitation 

The  patients,  who  cannot  return  to  their  former  employ- 
ment because  of  disability,  resulting  from  loss  of  knee 
function,  should  be  given  the  opportunity  for  retraining  in  a 
new  endeavor.  The  vocational  counsellor  should  be  called  in 
to  solve  this  problem.  On  occasions,  it  may  be  necessary  to 
prepare  adaptive  artifacts  to  insure  successful  handling  of 
thejob.  The  O.T.  can  help  in  providing  and  evaluating  these 
devices. 

Summary:  The  care  of  the  injured  knee  has  been 

discussed  from  the  point  of  view  of  the  physiatrist.  This 
includes  the  physiatric  examination,  relief  of  pain,  rest  and 
bed  posture,  physical  therapy,  exercise  therapy,  occupa- 
tional therapy  and  vocational  rehabilitation.  An  under- 
standing of  this  program  will  hasten  recovery  of  knee 
injuries  by  minimizing  muscle  atrophy  and  preventing 
deformity  of  the  knee  joint. 
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ADENOCARCINOMA  OF 
JEJENUM:  A DIFFICULT 
DIAGNOSIS 


Esther  A.  Torres,  M.D.* 
Magaii  de  Mari  Pratts,  M.D.** 
José  R.  Pérez-Anzalota,  M.D.,  F.A.C.S.*** 


Malignancies  of  the  small  bowel  usually  become  manifest 
late  in  the  course  of  the  disease,  making  their  successful 
treatment  difficult  and  their  survival  very  low.  The  main 
presentations  are  gastrointestinal  bleeding,  weight  loss  and 
abdominal  pain.  The  diagnosis  is  often  difficult;  requiring 
several  studies  and  often  an  exploratory  laparotomy. 

We  will  present  a patient  with  blood  loss  from  the 
gastrointestinal  tract  in  whom  an  adenocarcinoma  of 
jejunum  was  finally  detected  by  arteriography  after  multiple 
diagnostic  studies. 

Case  Report 

A 45  y/o  mulatto  male  was  first  seen  on  March  1981 
because  of  intermittent  progressive  upper  abdominal  pain  of 
2 months  duration  increasing  after  meals,  and  associated  to 
15  lbs.  weight  loss.  In  June  1980  he  had  a negative  upper 
gastrointestinal  series  and  barium  enema  because  of  vague 
abdominal  complaints.  In  February  1981,  he  had  a 
pyelogram,  gallbladder  series,  abdominal  sonogram,  upper 
endoscopy  and  sigmoidoscopy,  all  reported  negative.  A 
slight  drop  in  hemoglobin  and  persistent  positive  stool 
guaiacs  had  been  found.  Past  history  was  noncontributory. 
His  mother  and  brother  had  died  of  carcinoma  of  the  colon. 
The  physical  exam  was  negative  except  for  mild  epigastric 
tenderness,  and  a liver  palpable  1 cm.  below  the  RCM, 
smooth  and  nontender. 

Laboratories  performed  showed  a progressive  drop  in 
hemoglobin  from  13.3  gm%  on  Feb.  26,  1981  to  1 1.7gm%  on 
April  8,  1981,  with  microcytosis  and  hypochromia.  Stools 
were  positive  for  occult  blood  in  three  consecutive  tests. 
SMA  - 18  and  urinalysis  were  normal. 

A barium  enema,  colonoscopy,  upper  endoscopy  and 
chest  XRay  were  all  negative.  An  initial  small  bowel  series 
was  also  reported  as  negative.  A superior  mesenteric  arterio- 
gram was  performed,  in  an  attempt  to  identify  a vascular 
lesion.  This  study  revealed  abnormal  increased  vascularity 
in  the  first  jejunal  branches  of  the  superior  mesenteric 
artery,  with  tortuosity  and  a tumor  blush.  Large  veins 
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arising  from  the  jejunal  segments  were  noted  in  the  venous 
phase.  These  findings  were  felt  to  represent  a neoplastic 
lesion  of  the  proximal  jejunum  (Fig.  1). 


Figure  I.  A:  Early  phase  of  superior  mesenteric  arteriogram,  showing 
abnormal  tumoral  vessels.  B:  Tumor  blush  in  the  area  of  abnormal 
vascularity. 
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A repeat  small  bowel  series  confirmed  the  presence  of  an 
ulcerated  infiltrative  lesion  in  the  jejunum,  compatible  with 
a malignant  process  (Fig.  2A).  The  patient  was  explored, 
and  a large  adenocarcinoma  of  the  jejunum,  extending 
beyond  the  bowel  wall  was  found,  involving  preaortic  lymph 
nodes  at  the  level  of  the  superior  mesenteric  artery.  A 
palliative  resection  and  end-to-end  anastomosis  was  done. 
There  was  no  evidence  of  liver  metastasis.  Pathologic 
examination  revealed  a moderately  well  differentiated 
ulcerating  adenocarcinoma  of  the  small  intestine,  extending 
through  the  entire  thickness  of  the  wall  and  adjacent 
mesenterium,  with  metastasis  to  the  mesenteric  lymph 
nodes. 


Figure  2.  A:  Small  bovvel  series  showing  the  tumoral  lesion  in  the  jejunum. 
B:  Small  howel  series  showing  recurrent  tumor  in  the  small  howel  distal  to 
the  anastomosis. 

Nine  months  later,  the  patient  was  readmitted  with 
abdominal  crampy  diarrhea,  guaiac  positive  stools,  anemia 
and  weight  loss.  A small  bowel  series  showed  recurrent 
tumor  in  the  jejunum  (Fig.  2B).  Another  palliative  resection 
of  small  bowel  with  end-to-end  anastomosis  was  done.  The 
tumor  extended  to  the  mesentery  and  omentum. 


The  patient  did  fairly  well  for  several  months,  and  then 
developed  frank  hematochezia.  Barium  enema  (Fig.  3)  and 
colonoscopy  showed  tumoral  involvement  of  the  transverse 
colon.  An  exploratory  laparotomy  confirmed  this  finding, 
but  the  lesion  was  unresectable  since  there  was  involvement 
of  the  root  of  the  transvere  mesocolon.  He  continued  with 
intermittent  episodes  of  bleeding  and  finally  died  of 
hemorrhage  on  November  14,  1982. 


Figure  3.  A:  Barium  enema  showing  involvement  ofihe  transverse  colon  h> 
tumor.  B;  C lose  up  view  of  tumor  in  transverse  colon. 
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Discussion 

Adenocarcinoma  is  the  most  frequent  malignant  tumor  of 
the  small  bowel,  having  a peak  incidence  in  the  seventh 
decade.  A higher  incidence  in  males  has  been  reported  by 
some  authors',  ranging  up  to  a 2;1  male:  female  ratio." 
It  is  more  often  found  in  the  duodenum  or  jejunum 
(50-70%)'»  usually  within  30  cms.  of  the  ligament  of 
Treitz. 

The  symptomatology  is  usually  vague  at  the  onset,  the 
main  manifestations  being  pain,  weight  loss,  and  anemia 
secondary  to  gastrointestinal  bleeding,  which  is  usually 
occult. '-5  Obstructive  symptoms  including  ileus  and 
intussusception,  perforation,  or  signs  of  metastatic  disease 
occur  late^ 

The  diagnosis  of  a small  bowel  tumor  is  not  easily  made. 
Initial  approach  will  exclude  bleeding  lesions  in  the  upper 
tract  and  colon  through  negative  radiographic  contrast 
studies  and  endoscopies.  Approximately  50-70%  of  the 
cases  will  have  an  abnormal  small  bowel  series'»  although 
careful  radiology  may  increase  the  diagnostic  yield;^  and 
enteroclysis  or  small  bowel  enema  may  be  employed  for  this 
purpose.'»  ^ When  these  studies  have  failed  to  demonstrate 
the  bleeding  lesion,  an  arteriogram  may  be  of  help.^-^  In  our 
patients,  after  the  abnormal  findings  in  the  arteriogram,  a 
Í repeat  small  bowel  series  showed  the  lesion  in  the  jejunum. 
Adenocarcinomas  are  usually  hypovascular  tumors  while 
leiomyosarcomas  are  hypervascular.^»  ’ Increased 
vascularity  with  tumoral  vessels  is  occasionally  seen  in 
adenocarcinoma,^  as  was  our  case.  Other  arteriographic 
findings  include  arterial  occlusion,  displacement  or 
elongation  of  branches  and  encasement  of  arteries.^  If  the 
diagnosis  is  not  evident  by  all  these  studies,  exploration  of 
the  abdomen  is  indicated.^»  5»  ^ 

Most  patients  will  have  metastic  disease  at  the  time  of 
I exploration."*»  ^ Five  year  survival  ranges  from  5 to  32%'-5>  ^ 
I with  the  average  survival  being  less  than  two  years. The 
i tumors  are  radioresistant,  and  chemotherapy  has  not  been 


effective.'  The  best  opportunity  for  cure  is  an  early  diagnosis 
allowing  a curative  surgical  resection.  This  can  be  done  only 
if  a high  index  of  suspicion  prompts  a thorough  evaluation 
in  a patient  with  evidence  of  gastrointestinal  bleeding, 
including  a surgical  exploration  if  warranted  in  spite  of 
nondiagnostic  studies. 

Our  patient  was  atypical  only  in  the  age  at  which  he 
presented.  The  familial  history  of  carcinoma  of  colon  was  of 
interest,  since  there  is  an  association  between  adenocar- 
cinomas of  the  colon  and  of  the  small  bowel  in  the  same 
patient.'* 

Summary:  A 45  year  old  male  presented  with  anemia, 

occult  gastrointestinal  bleeding  and  weight  loss.  Extensive 
work  up  including  arteriography  revealed  an 
adenocarcinoma  of  the  jejunum.  The  condition  is  discussed, 
with  emphasis  on  the  difficulty  of  the  diagnosis. 
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Abstract:  A case  of  ocular  toxicity  in  pregnancy  in 

which  quinine  was  used  for  self-induced  abortion  is 
presented.  Toxic  effects  are  reviewed  and  management  is 
discussed. 


The  largest  category  of  abortions  since  the  1973  United 
States  Supreme  Court  decision  legalizing  them  are 
voluntary  or  elective.  The  incidence  of  criminal  or  self- 
induced  abortions  has  decreased  steadily  since  1973,  but  as 
the  availability  of  legal  abortions  decreases  due  to  pressures 
from  a faltering  economy,  the  number  of  criminal  abortions 
reported  are  on  the  rise.  Even  though  severe  complications 
such  as  hemorrhage,  sepsis,  acute  renal  failure  and  bacterial 
shock  have  been  reported  in  criminal,  self-induced  and 
elective  abortions,  they  are  more  frequent  in  the  former  two. 
Another  complication  of  criminal  or  self-induced  abortions 
is  the  use  of  toxic  substances  to  induce  abortion.  An  unusual 
case  of  quinine  ocular  toxicity  is  presented  where  this 
substance  was  ingested  to  induce  abortion. 


Case  Report 

A 17-year-old  black  female,  G3  Para  2002,  at  seventeen 
weeks  of  gestation  was  admitted  to  our  hospital  due  to 
vaginal  bleeding,  low  abdominal  cramping,  and  acute  onset 
of  blindness.  She  denied  tinnitus,  impaired  hearing,  nausea, 
vomiting  or  chest  pain.  Upon  questioning,  the  patient 
reported  that  she  had  ingested  quinine,  obtained  over  the 
counter,  for  a “cold.”  She  stated  that  the  total  dose  ingested 
was  6.5'grams.  The  fatal  oral  dose  in  an  adult  is  8 grams.' 

On  admission,  physical  examination  was  positive  for 
maternal  tachycardia  of  11 2/ minute.  The  rest  of  her  vital 
signs  were  normal.  Ophthalmic  and  fundoscopic  examina 
tion  showed  dilated  pupils  (5.5  mm),  nonreactive  to  light 
and  severe  vasoconstriction  with  pale  retinae.  Both  discs 
looked  healthy.  All  the  laboratory  findings,  including  EKG, 
coagulation  studies,  renal  studies,  and  indirect  Coombs 
were  normal.  Urine  output  was  maintained  at  50  to  75 
milliliters  per  hour.  Except  for  the  fundoscopic  examina  tion 
and  pelvic  examination  findings,  the  rest  of  her  physical 
examination  was  unremarkable. 

The  cervix  was  4 to  5 cm.  dilated,  and  80%  effaced. 
Membranes  were  bulging  with  palpable  fetal  parts.  No  fetal 
heart  tones  were  found.  The  patient  progressed  rapidly  and 
delivered  fetus,  placentae,  and  membranes  in  toto.  No  gross 
anomalies  in  the  placenta,  cord  or  fetus  were  found.  Digital 
exploration  of  the  uterine  cavity  was  normal. 

After  delivery,  an  ophthalmologist  evaluated  the  patient 
and  found  severe  vasconstriction  with  retinal  ischemia. 
Transient  total  blindness  was  found  in  this  case.  Treatment 
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with  vasodilators  was  instituted,  priscoline  (Tolazoline 
HCl)  25  mgt.i.d.  During  the  following  two  days,  her  vision  ^ 
improved,  and  she  complained  only  of  darkness  around  the  ^ 
edges  of  her  visual  fields.  At  the  same  time,  serum  levels  of 
quinine  were  falling.  On  the  seventh  day  of  hospitalization 
she  was  discharged.  Subsequent  follow  up  visits  to  both 
Departments  of  Ophthalmology  and  Obstetrics  and 
Gynecology  did  not  show  any  sequelae  in  her  ophthalmo- 
logic, renal,  cardiovascular  or  hematologic  systems.  ; 

Discussion 

The  use  of  quinine  to  induce  abortion  dates  back  to  the 
1800’s,2  and  the  first  description  of  ocular  toxicity  was  that 
of  Giacomini  in  1841.2’^  Overdoses  occur  because  of 
abortion  attempts,  suicide  attempts,  or  accidental  ingestion,  j 
Quinine  is  the  chief  alkaloid  of  cinchona,  the  bark  of  the 
cinchona  tree.  Cinchona  contains  more  than  20  alkaloids, 
the  most  important  of  which  are  the  optical  isomers  quinine 
and  quinidine. 

Quinine  has  diverse  effects  in  a large  variety  of  biological 
systems  and  it  is  rapidly  absorbed  from  the  gastrointestinal 
tract.  Its  toxicity  extends  to  many  bacteria,  yeast,  plasmodia 
and  spermatozoa.'  Poisoning  by  quinine  is  often  called 
cinchonism.  The  mildest  form  consists  of  tinnitus, 
headache,  nausea,  vomiting,  and  slightly  disturbed  vision. ^ 
Larger  doses  may  lead  to  problems  in  the  gastrointestinal, 
nervous,  and  cardiovascular  systems.  Anuria,  acute 
hemolytic  anemia,  purpura,  agranulocytosis,  bronchial 
asthma,  hemoglobinuria,  and  transient  ventricular, 
tachycardia  may  be  present.  Quinine  sulfate  is  still  used  for^ 
the  treatment  of  leg  cramps  and  less  frequently  for  the 
treatment  of  malaria.  The  availability  as  an  over  the  counter 
drug  in  most  states  and  its  use  as  an  abortifascient  should  bel 
a consideration  always  present  in  the  minds  of  health  carel 
personnel.  | 

Summary 

We  have  described  a patient  who  developed  bilateral! 
blindness  after  the  ingestion  of  quinine  in  an  attempt  to: 
induce  abortion.  She  later  recovered  normal  visual  acuity. . 
The  patient  did  not  develop  any  other  symptoms  of  toxicity. 
Emergency  room  personnel  as  well  as  obsteUician- 
gynecologists  should  consider  quinine  toxicity  in  anyc 
patient  with  sudden  onset  of  bilateral  blindness,  poorly ; 
reactive  pupils,  and  symptoms  of  abortion. 


Resumen:  Hemos  descrito  el  caso  de  una  paciente  que 

desarrolló  ceguera  bilateral  luego  de  la  Ingestión  de  quinina 
para  inducir  un  aborto.  La  paciente  fue  tratada  con 
vasodilatadores  y recobró  la  visión  totalmente.  El  personal 
médico  que  trabaja  en  las  salas  de  emergencias,  así  como  los 
Obstetras-Glnecólogos  deben  considerar  la  intoxicación 
por  quinina  en  el  diagnóstico  diferencial  de  pacientes  que 
desarrollan  ceguera  bilateral  agudamente  y síntomas  de 
aborto. 
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50,000 
people  will  be 
saved  from 
colorectal  cancer 
this  year. 

\bu  can  save  one. 

Save  yourself!  Colorectal 
cancer  is  the  second  leading 
cause  of  cancer  deaths  after  lung 
cancer.  More  than  90%  of  colo- 
rectal cancers  occur  equally  in 
men  and  women  past  age  50. 
Early  detection  provides  the  best 
hope  of  cure.  That’s  why  if  you’re 
over  50,  you  should  take  this 
simple,  easy  slide  test  of  your 
stool  every  year.  This  Stool 
Blood  Test  Idt  is  chemically 
treated  to  detect  hidden  blood  in 
the  stool  and  can  be  done  at  the 
time  of  your  periodic  health 
examination  so  your  doctor  will 
know  the  results. 


The  presence  of  hidden 
blood  usually  indicates  some 
problem  in  the  stomach  or 
bowel,  not  necessarily  cancer. 
Positive  tests  must  be  followed 
by  further  testing  to  find  out 
what  the  problem  is. 

Other  tests  for  colorectal 
cancer  you  should  talk  to  your 
doctor  about:  digital  rectal  exam 
(after  age  40);  the  procto  test 
(after  age  50).  It  is  important  to 
report  any  personal  or  family  his- 
tory of  intestinal  polyps  or 
ulcerative  colitis,  and  any  change 
in  your  bowel  habits,  which 
could  be  a cancer  warning  signal. 

The  American  Cancer  Society 
wants  you  to  know. 
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Use  of  Immunologic  Techniques 
to  Predict  Success  of  Therapy 
in  Human  Fascioliasis: 

A Case  Report 


Abstract:  case  report  of  a patient  with  fascioliasis  is 

presented.  The  patient  had  peripheral  eosinophiiia  (18-32%) 
and  elevated  alkaline  phosphatase  levels,  in  addition  to 
abdominal  pain,  weight  loss,  diarrheal  stool  and  urticarial 
rash.  A liver  scan  revealed  multiple  focal  defects  thought  to 
be  compatible  with  F.  hepática  infection.  These  focal  defects 
disappeared  3 months  post-bithionol  therapy.  Parasitologic 
diagnosis  was  erratic  in  that  four  separate  stool  examina- 
tions revealed  F.  hepática  eggs  in  only  one  instance.  On  the 
other  hand,  serologic  diagnosis  by  gel  diffusion  revealed 
antibodies  to  F.  hepática  worm  antigens  which  became 
seronegative  7 months  post-treatment.  Serologic  diagnosis 
by  ELISA  showed  high  antibody  levels  Xo  F.  hepática  v/otm 
antigens  and  to  a genus-specific  Fasciola  antigen.  ELISA 
antibody  levels  dropped  to  normal  values  7 months  post- 
treatment. The  results  show  that  serologic  tests  are  a 
powerful  adjunct  tool  in  diagnosing  human  infection  with  F. 
hepática  and  in  predicting  success  of  chemotherapy. 

Human  fascioliasis  in  Puerto  Rico  is  uncommon, 
although  numerous  symptomatic  and  asymptomatic 
cases  been  observed.'  - Definitive  diagnosis  is  done  by 
finding  eggs  in  the  feces  or  in  biliary  drainage.  It  is  often 
difficult  to  find  F.  hepática  eggs  in  fecal  samples  and  if  a 
person  has  been  ingesting  infected  bovine  liver  a diagnosis  of 
false  fascioliasis  could  be  the  resulting  finding.  This  makes 
attractive  the  use  of  indirect  methods  such  as  serology  to 
diagnose  human  infection. 

Case  History 

A 56  year  old  male  was  admitted  to  the  San  Juan 
Veterans  Hospital  on  7-14-81  because  of  abdominal  pain  of 
three  months  duration  and  a 15  lb  weight  loss.  The  patient 
also  had  a diarrheal  stool  and  a urticarial  rash.  The  physical 
examination  was  non-contributory  and  no  organomegaly 
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was  observed.  He  frequently  ate  watercress  obtained  at  the 
local  market.  The  laboratory  studies  revealed  a peripheral 
eosinophiiia  (18-32%)  and  the  serum  alkaline  phosphatase 
level  was  elevated.  In  one  of  four  stool  examinations  F. 
hepática  eggs  were  found.  A liver  scan  revealed  multiple 
focal  defects  thought  to  be  compatible  with  F.  hepática 
infection.  Therapy  with  Bithionol  was  initiated  on  August  1, 
1981  with  1500  mg  orally  twice  daily  every  other  day,  , 
continued  for  15  doses.  He  was  discharged  on  19  August, 
1981  while  still  receiving  Bithionol  therapy.  After  complet- 
ing treatment  the  patient  has  been  followed  at  the  Infectious 
Disease  Ambulatory  Clinic.  Repeated  stool  examinations 
following  chemotherapy  were  negative  for  F.  hepática  eggs 
(see  below)  and  the  peripheral  eosinophiiia  has  disappeared. 
His  gastrointestinal  symptomatology  is  no  longer  present. 

Parasitologic  Diagnosis 

The  fecal  examinations  done  at  the  Laboratory  Service  of 
the  Veterans  Administration  Center  are  a modification  of 
the  formol-ether  concentration  method  which  substitutes  ; 
ethyl  acetate  for  ether. ^ * However,  the  results  are  not  I 
reported  quantitatively  as  described  originally.^  Rather,  the  ■ 
results  are  expressed  as  positive  or  negative. 

In  July,  1981,  while  the  patient  was  suspected  to  be 
suffering  from  acute  fascioliasis,  stool  examinations  were  | 
negative  for  F.  hepática  eggs  on  3 consecutive  days.  A fourth  j 
stool  sample  obtained  five  days  later  (7-21-81)  was  positive  : 
for  F.  hepática  eggs.  Thus  only  one  of  four  stool  examina-  . 
tions  was  positive  for  F.  hepática  eggs.  j 

One  month  post-bithionol  therapy-stool  examinations  ' 
were  again  done  on  3 consecutive  days  and  were  negative  for 
F.  hepática  eggs.  This  same  procedure  was  followed  seven  j 
months  post-therapy  with  similar  findings.  Single  stool  I 
examination  12  and  15  months  post-therapy  were  similarly  | 
negative  for  F.  hepática.  ^ 

\ 

Serologic  Diagnosis  | 

Three  serum  samples  were  obtained  from  this  patient.  ! 
One  was  taken  in  July,  1981  when  the  patient  had  suspected  ¡ 
acute  fascioliasis  and  one  week  prior  to  the  initiation  of 
bithionol  therapy.  The  second  serum  was  obtained  in  j 
March,  1982,  fully  seven  months  after  bithionol  therapy, 
and  the  third  serum  was  obtained  in  November,  1982,  or  14 
months  after  therapy.  Negative  control  serum  was  obtained  i 
from  a 20  year  old  Puerto  Rican  male  free  of  helminth  eggs  I ' 
as  observed  in  a single  stool  examination.’  The  positive  ^ 
control  serum  was  a French  female  with  confirmed  fascio-  j 
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liasis  kindly  donated  by  Andre  Capron  (Institute  Pasteur, 
Lille,  France). 

Precipitins  were  detected  by  gel  diffusion  essentially  as 
described  by  Hillyer.^  ^ Crude  F.  hepática  worm  extract  and 
worm  tegument  antigen  preparations  were  used.  The 
enzyme-linked  immunosorbent  assay  (ELISA)  was  also 
done  as  described  previously  Hillyer  and  Santiago  de  WeiP 
and  by  Levine  et  al.^  with  a few  modifications  as  follows:  (a) 
o-phenylenediamine  was  substituted  for  5-aminosalicylic 
acid  in  the  substrate  step,  (b)  the  horseradish-peroxidase 
conjugate  used  was  a rabbit  anti-human  IgG  (Miles  Labs., 
Elkhart,  Indiana),  and  (c)  the  absorbance  values  were  read 
directly  off  the  polyvinyl  flat-bottom  plate  utilizing  a 
Dynatech  MR  580  Micro  ELISA  Auto  Reader.  Two 
antigen  preparations  were  utilized.  One  was  a crude  F. 
hepática  worm  extract  (FhWWE)  as  described  in  Hillyer 
and  Santiago  de  Weil.^  The  second  was  a purified  genus- 
specific  {Fasciola)  antigen  preparation  originally  described 
by  Taillez,’  and  described  by  Biguet  et  al.,  as  F.  hepática  arc 
2 antigen. '0  The  new  isolation  procedure  which  utilizes 
antibody-affinity  chromatography  is  described  by  Santiago 
I de  Weil  et  al." 

Figures  1 and  2 show  that  the  serum  of  the  patient  at  the 
time  of  acute  symptomatology  had  precipitating  antibodies 
to  F.  hepática  worm  extract  as  well  as  to  tegument  antigen 
preparations.  Thus  a single  serologic  test  suggested  infection 
whereas  three  of  four  coprological  examinations  were 
negative  for  infection.  Significantly,  no  precipitating 
I antibodies  were  detected  7 and  14  months  post  treatment, 
j The  ELISA  absorption  profile,  outlined  in  Figure  3,  are 
: equally  supportive  of  active  infection.  Thus  the  acute  serum 
had  antibody  levels  comparable  to  the  positive  control  both 
to  a worm  antigen  extract  as  well  as  to  the  genus-specific  arc 
2 antigen.  Again,  7 and  14  months  post-treatment  the  serum 
samples  had  diminished  antibody  levels  comparable  to 
normal  human  serum,  suggesting  success  of  chemotherapy. 


Fig.  I : Reactivity  by  gel  diffusion  of  the  serum  from  a patient  infected  with 
F.  hepática  obtained  prior  to  bithionol  treatment  (0)  and  7 (7)  and  14(14) 
months  post-treatment.  The  antigen  used  was  a crude  F.  hepática  worm 
extract  (Fh).  Note  the  absence  of  precipitin  lines  in  the  post-treatment  sera 
suggesting  success  of  chemotherapy. 
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Fig.  2:  Reactivity  by  gel  diffusion  of  the  serum  from  a patient  infected  with 
F.  hepática  obtained  prior  to  bithionol  treatment  (0)  and  7 (7)  and  14  (14) 
months  post-treatment.  The  antigen  used  was  a F.  hepática  tegument 
antigen  preparation  (Fh  t).  Note  the  absence  of  precipitin  lines  in  the  post- 
treatment sera  suggesting  success  of  chemotherapy. 


Fig.  3:  ELISA  absorbance  values  of  the  serum  from  a patient  infected  with 
F.  hepática  reacted  with  two  different  F.  hepática  antigen  preparations.  In 
the  left  panel  the  antigen  utilized  was  a crude  F.  hepática  worm  extract 
(FhWWE).  In  the  right  panel  a genus-specific  (F'h  arc  2)  purified  antigen 
was  used.  Two  serum  dilutions  (1:32,  1:64)  were  utilized  for  the  patient 
serum  obtained  prior  to  chemotherapy  with  bithionol  (Rx)  and  7 and  14 
months  post-treatment.  Positive  control  human  serum  (II  Fh)  and  normal 
control  serum  (N  MS)  values  at  each  dilution  are  also  shown  in  the  Figure. 
Note  that  the  pre-treatment  patient  serum  has  absorbance  values  compati- 
ble with  active  infection  and  that  absorbance  values  7 and  14  months  post- 
treatment are  compatible  with  normal  values  and  are  predictive  to  the 
success  of  chemotherapy.  Reactivity  with  Fh  arc  2 confirms  the  infection  as 
being  with  F.  hepática. 


Liver  Scan 

Scintiphotos  of  the  liver  and  spleen  (99  m Tc  sulfur 
colloid)  multiple  views  taken  one  week  pre-treatment  (7-22- 
81)  revealed  and  enlarged  hepatic  image  wherein  the  distri- 
bution of  activity  is  uneven.  There  are  several  focal  defects 
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seen  in  the  anterior  posterior  and  right  lateral  views.  The 
splenic  image  is  enlarged  and  the  concentration  of  activity 
within  it  is  increased  relative  to  the  liver,  in  the  scintiphoto 
taken  three  (3)  months  post-treatment  (11-6-81)  the  filling 
defects  noted  previously  in  the  right  anterior  and  lateral 
view  of  the  liver  show  significant  improvements  (arrows  in 
Figure  4,  panel  B). 


Fig.  4;  Scintiphotos  of  liver  and  spleen  (99  m Tc  sulfur  colloid)  of 
fascioliasis  patient  pre-therapy  (panel  A)  and  3 months  post-bithionol 
therapy  (panel  B).  Significant  improvement  is  seen  in  the  right  anterior  and 
lateral  view  of  the  liver  (arrows). 


Discussion 

Parasitologic  diagnosis  of  fascioliasis  by  stool  examina- 
tion is  erratic,  in  that  often  eggs  are  absent.  In  the  present 
case  three  consecutive  stool  examinations  were  negative  for 
F.  hepática  eggs,  and  it  was  only  after  a fourth  attempt  that 
eggs  were  observed.  In  contrast,  the  serum  obtained  at  the 
same  time  period  was  positive  in  each  instance  with  three 
different  F.  hepática  antigen  preparations  and  in  two 
different  types  of  assays.  Thus  precipitins  were  clearly 
shown  against  F.  hepática  adult  worm  and  tegument  antigen 
preparations.  Moreover,  the  ELISA  absorption  profiles 
were  similar  to  the  infected  controls.  The  use  of  the 


genus — specific  antigen  in  ELISA  gave  additional  support 
to  the  contention  that  the  antibodies  were  Fasciola — 
specific. 

Studies  with  infected  experimental  animals  have  beer^ 
useful  to  suggest  correlates  with  human  infection.  We  have 
demonstrated,  for  example,  that  rabbits  have  detectable 
precipitin  levels  to  Fasciola  antigens  by  4-5  weeks  of 
infection,**  yet  F.  hepática  eggs  are  not  detectable  by  fecal 
examination  until  8 weeks  of  infection.  ELISA  absorbance 
values  rise  by  two  weeks  of  infection,  are  significantly  high 
by  4 weeks  of  infection,  peak  by  8 weeks  of  infection  and 
remain  at  high  levels  through  the  34  weeks  of  infection 
tested.  In  mice  with  fascioliasis  precipitating  antibodies  can 
be  shown  by  3.5  weeks  of  infection  and  by  ELISA  they  rise 
by  2 weeks  of  infection.  In  contrast,  mice  infected  with  F. 
hepática  are  positive  by  coprology  by  6 weeks  of  infection. 
In  both  experimental  models,  serology  is  positive  prior  to 
worm  patency,  i.e.  before  the  period  in  which  egg  laying 
occurs.  Thus,  even  if  eggs  were  not  seen,  the  infection  could 
be  predicted  by  serology.  Since  antibody  levels  remain  high 
for  long  periods,  serodiagnosis  is  a useful  tool  to  predict 
active  infection. 

What  happens  after  cure?  We  have  shown  in  rabbits  with 
acute  or  chronic  fascioliasis  that  complete  elimination  of  the 
infection  results  in  a rapid  decrease  of  precipitating 
antibody  levels  to  preinfection  levels  within  1-2  months 
post-treatment.  Similar  findings  were  shown  by  ELISA  in 
rats  cured  of  their  F.  hepática  infections.^  Thus  serology  is  a 
useful  tool  to  predict  success  of  chemotherapy  in  experi- 
mental infections.  The  observation  in  the  case  of  the  patient 
described  herein  that  his  F.  hepática  antibody  levels 
diminish  to  norml  levels  by  7 months  post-treatment  are  also 
consistent  with  the  interpretation  of  complete  cure.  In  a 
second  case  we  have  been  following  for  over  a year,  that 
patient’s  F.  hepática  antibodies  have  remained  high  suggest- 
ing that  chemotherapy  was  not  successful  (data  not  shown). 

Results  with  liver  scan  were  also  interesting.  The  pre- 
treatment liver  scan  revealed  several  filling  defects  in  both 
the  anterior  and  lateral  views  of  the  liver,  especially  in  the 
right  lobes.  Following  treatment  the  size  of  the  hepatic 
defects  decreased  remarkably  suggesting  that  liver  imaging 
was  a useful  adjunct  to  follow  the  effect  of  therapy. 

Resumen:  Se  presenta  un  caso  de  un  paciente  con 

fascioliasis.  El  paciente  tenía  eosinofilia  periferal  (18-32%), 
fosfatasa  alcalina  elevada,  dolor  abdominal,  pérdida  de 
peso,  diarrea  y una  erupción  urticarial.  Una  scintigrafía  del 
hígado  reveló  múltiples  defectos  focales  localizados,  siendo 
esto  compatible  con  una  infección  de  F.  hepática.  Los 
defectos  focales  en  el  hígado  desaparecieron  a los  tres  meses 
de  terapia  con  Bitionol. 

El  diagnóstico  por  heces  fecales  no  fue  de  inmediato,  pues 
de  cuatro  especímenes  analizados,  solamente  se  vieron 
huevos  en  uno  de  ellos.  Por  otra  parte,  el  diagnóstico 
serológico  por  difusión  en  agarosa  reveló  la  presencia  de 
anticuerpos  contra  los  antígenos  del  gusano  al  inicio  de  la 
investigación.  Siete  meses  más  tarde  después  del  trata- 
miento con  Bitionol  estos  resultados  se  tornaron  negativos. 
El  diagnóstico  serológico  por  ELISA  reveló  unos  niveles 
altos  de  anticuerpos  contra  los  antígenos  del  gusano  y de  un 
anticuerpo  específico  del  género  de  Fasciola.  Siete  meses 
después  de  completar  el  tratamiento  de  los  niveles  de 
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anticuerpos  por  el  método  de  ELISA  bajaron  a niveles 
normales. 

Los  resultados  obtenidos  nos  demuestran  que  las  pruebas 
serológicas  son  una  potente  arma  adicional  en  el  diagnóstico 
de  F.  hepática  en  las  infecciones  del  hombre  y contribuyen 
grandemente  en  predecir  el  valor  de  la  quimioterapia. 
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SIDA/“AIDS”:  Estadísticas 
en  Puerto  Ric&y^ 
Referencias  Utiies 

José  Rigau-Pérez,  M.D.,  F.A.A.P. 

^ Edward  H,  Fankhanel,  Mí. A. 

Resumen:  El  Departamento  de  Salud  de  Puerto  Rico  ha 

incluido  el  ‘‘AIDS”  entre  las  enfermedades  transmitidas 
sexualmente  (ETS)  que  los  profesionales  de  salud  deben 
notificar  por  obligación  legal.  El  Programa  de  Control  de 
ETS  ha  establecido  una  linea  telefónica  de  auxilio  (754-9119) 
para  dar  información  sobre  ETS,  incluyendo  “AIDS”,  a 
pacientes,  profesionales  de  salud  y público  en  general.  La 
clínica  de  ETS  en  Centro  Médico  ve  pacientes  de  “AIDS” 
para  diagnóstico,  tratamiento  e investigación  epidemio- 
lógica confidencial.  Este  artículo  resume  la  información 
recogida  de  los  pacientes  con  “AIDS”  vistos  en  la  clínica  de 
ETS  y los  notificados  por  otras  instituciones  hasta  el  30  de 
noviembre  de  1983.  Las  estadísticas  de  “AIDS”  para  Puerto 
Rico  son  muy  similares  a las  estadísticas  globales  para  todo 
Estados  Unidos  (que  incluyen  los  casos  reportados  aquí), 
excepto  porque  no  se  ha  notificado  en  la  isla  ningún  caso 
con  comienzo  de  síntomas  antes  de  1982,  ni  ningún  caso  en 
pacientes  hemofílicos. 

El  síndrome  de  inmunodeficiencia  adquirida  (SIDA)  o 
“acquired  immunodeficiency  syndrome”  (“AIDS”)  se 
ha  presentado  anteriormente  en  este  Boletín.',  ^ Desde 
entonces  la  enfermedad  se  ha  seguido  discutiendo  con  gran 
interés  en  los  medios  informativos  públicos  y profesionales, 
y hasta  en  reuniones  sociales.  Las  razones  por  las  cuales  la 
enfermedad  ha  continuado  atrayendo  la  atención  general 
son  las  siguientes;  sus  manifestaciones  son  severas,  muchos 
casos  siguen  surgiendo,  el  problema  científico  es  fascinante, 
el  agente  etiológico  sigue  eludiendo  las  pesquisas  de  los 
investigadores,  las  causas  predisponentes  que  se  han  identi- 
ficado en  la  mayoría  de  los  casos  revelan  estilos  de  vida 
ajenos  a los  que  la  sociedad  general  acepta  como  correctos, 
la  identificación  de  casos  en  recién  nacidos  y hemofílicos  ha 
movido  los  resortes  sentimentales  del  público,  y la  existencia 
de  una  pequeña  proporción  de  casos  que  no  comparten 
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ninguno  de  los  factores  de  riesgo  previamente  identificados 
estimula  la  promoción  de  la  idea  alarmante  de  que  la  enfer- 
medad se  puede  propagar  a la  población  general. 

El  Departamento  de  Salud  ha  incluido  el  “AIDS”  entre 
las  enfermedades  trasmitidas  sexualmente  (ETS)  que  los 
profesionales  de  salud  deben  notificar  por  obligación  legal, 
y que  el  personal  del  Departamento  investiga  como  pro- 
blema de  salud  pública.  El  Programa  de  Control  de  ETS  ha 
establecido  una  línea  telefónica  de  auxilio  (754-91 19)  para 
dar  información  sobre  ETS,  incluyendo  “AIDS”,  a pacien- 
tes, profesionales  de  salud  y público  en  general.  La  clínica  de 
ETS  en  Centro  Médico  ve  pacientes  de  “AIDS”  para  diag- 
nóstico, tratamiento  e investigación  epidemiológica 
confidencial. 

Métodos 

Un  caso  de  “AIDS”  debe  tener  una  enfermedad  (diagnos- 
ticada con  fiabilidad)  que  sea  al  menos  moderadamente 
indicativa  de  inmunodeficiencia  celular  subyacente,  a la  vez 
que  no  tiene  ninguna  causa  conocida  para  inmunodeficien- 
cia celular  ni  ninguna  otra  causa  de  resistencia  disminuida 
que  se  conozca  esté  relacionada  con  la  enfermedad  que 
aqueja  al  paciente.^  Varias  condiciones  no  pueden  diferen- 
ciarse de  “AIDS”  hasta  que  no  se  conocen  los  resultados  de 
pruebas  complejas  de  laboratorio  y datos  detallados  de 
historial  médico.  Para  establecer  una  gradación  en  la 
certidumbre  del  diagnóstico  de  los  casos,  se  les  ha  dividido 
en  dos  grupos:  los  casos  sospechosos  y los  casos  confir- 
mados. Los  sospechosos  han  sido  reportados  o vistos  en  la 
clínica,  pero  hay  tan  pocos  datos  todavía  disponibles  que  el 
diagnóstico  de  “AIDS”  se  considera  muy  tentativo.  Los 
casos  confirmados  son  aquellos  que  se  ajustan  a la  defini- 
ción de  casos  expuesta  al  principio  de  este  párrafo.  Este 
artículo  resume  la  información  recogida  de  los  pacientes  con 
“AIDS”  vistos  en  la  clínica  de  ETS  y los  notificados  por 
otras  instituciones  hasta  el  30  de  noviembre  de  1983.  No 
incluye  los  dos  casos  de  “AIDS”  diagnosticados  en  refugia- 
dos haitianos  confinados  en  Fort  Alien  pues  no  adquirieron 
la  enfermedad  en  Puerto  Rico  ni  residen  aquí  actualmente. 

Resultados  y Discusión 

Las  estadísticas  de  “AIDS”  para  Puerto  Rico  son  muy 
similares  a las  estadísticas  globales  para  todo  Estados 
Unidos  (que  incluyen  los  casos  reportados  aquí),  excepto 
porque  no  se  ha  notificado  en  la  isla  ningún  caso  con 
comienzo  de  síntomas  antes  de  1982,  ni  ningún  caso  en 
pacientes  hemofílicos  (tablas  1,  V).^  Los  casos  son,  en  su 
mayoría,  residentes  de  áreas  metropolitanas;  varones  de  20  a 
50  años  de  edad;  homosexuales,  bisexuales  o adictos  a 
drogas  intravenosas;  y padecen  pulmonía  por  P.  carinii, 
sarcoma  de  Kaposi  y/ o infecciones  oportunísticas,  condi- 
ciones que  causan  una  elevada  mortalidad  (tablas  II  - VII). 
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TABLA  I 


Casos  de  "AIDS”  Declarados  en  Puerto  Rico 
*"  Hasta  el  30  de  noviembre  de  1983 

Año  de  Comienzo  de  la  Enfermedad 

Año  de 

Casos 

Casos 

comienzo 

sospechosos 

confirmados 

Total 

1982 

0 

6 

6 

1983 

2 

17 

19 

Desconocido 

3 

0 

3 

Total 

5 

23 

28 

TABLA  II 


Casos  de 

‘AIDS”  Declarados  en  Puerto  Rico 

Hasta  el  30  de  noviembre  de  1983 

Lugar  de  Residencia  al  Comienzo  de  los  Síntomas 

Casos 

Casos 

Residencia 

sospechosos 

confirmados 

Total 

Puerto  Rico 

Región 

metropolitana 
Cinco  otras 

2 

14 

16 

regiones 

2 

4 

6 

Estados  Unidos 

1* 

5** 

6 

Total 

5 

23 

28 

‘Saint  Croix 

“New  York  City 

TABLA  IH 

Casos  de 

“AIDS”  Declarados  en  Puerto  Rico 

Hasta  el  30  de  noviembre  de  1983 

Distribución  por  Categoría 

de  Caso  y Sexo 

Casos 

Casos 

Sexo 

sospechosos 

confirmados 

Total 

Varones 

3 

20 

23 

Hembras 

2 

3 

5 

Total 

5 

23 

28 

TABLA  IV 

Casos  de 

“AIDS”  Declarados  en  Puerto  Rico 

Hasta  el  30  de  noviembre  de  1983 
Distribución  por  Grupo  de  Edad 

Grupo 

Casos 

Casos 

de  edad 

sospechosos 

confirmados 

Total 

20  a 29  años 

4 

5 

9 

30  a 39  años 

0 

10 

10 

40  a 49  años 

50  años  o 

0 

2 

2 

mayores 

desconocido 

0 

6 

6 

(difunto) 

1 

0 

1 

Total 

5 

23 

28 

TABLA  V 


Casos  de  “AIDS”  Declarados  en  Puerto  Rico 
Hasta  el  30  de  noviembre  de  1983 
Distribución  por  Categoria  de  Caso  y Factor  de  Riesgo 


Factor  de 

Casos 

Casos 

riesgo 

sospechosos 

confirmados 

Total 

Homosexual/ 

bisexual* 

Adicto  a 

1 

12 

13 

drogas  l.V. 

2 

8 

10 

Hemofílico 

Ninguno 

0 

0 

0 

reconocido 

Desconocido 

1 

3 

4 

(difunto) 

1 

0 

1 

Total 

5 

23 

28 

*lncluye  personas  que  además  pueden  tener  uno  o más  de 

los  otros 

factores  de  riesgo  señalados. 

TABLA  VI 

Caos  de 

‘AIDS”  Declarados  en  Puerto  Rico 

Hasta  el  30  de  noviembre  de  1983 

Condiciones  que  han  Padecido  los  Casos 

(Hay  pacientes  con  más  de 

una  condición) 

Casos 

Casos 

Condición 

sospechados 

confirmados 

Total 

Pulmonía  por 
Pneumocystis 

carinii 

2 

12 

14 

Sarcoma  de 

Kaposi 

Infección 

0 

7 

7 

oportunística 

0 

5 

5 

Desconocido 

3 

0 

3 

TABLA  Vil 

Casos  de 

“AIDS”  Declarados  en  Puerto  Rico 

Hasta  el  30  de  noviembre  de  1983 

Distribución  por  Categoría  de  Caso  y Defunciones 

Casos 

Casos 

sospechosos 

confirmados 

Total 

Vivos 

2 

14 

16 

Difuntos 

3 

9 

12 

Total 

5 

23 

28 

Para  solucionar  el  enigma  de  la  etiología  de  “AIDS”  es 
necesario  que  se  estudie  la  información  que  pueda  proveer 
cada  uno  de  los  pacientes  afectados.  De  todo  el  esfuerzo 
científico  para  descubrir  la  causa  de  esta  enfermedad,  la 
notificación  de  los  casos  de  “AIDS”  al  Departamento  de 
Salud  es  la  parte  importante  en  que  puede  colaborar  cada 
profesional  de  salud.* 
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Abstract:  The  Puerto  Rico  Department  of  Health  has 

included  AIDS  in  the  list  of  sexually  transmitted  diseases 
(STD)  that  are  to  be  reported  by  health  professionals.  The 
STD  Control  Program  has  established  a telephone  “hot 
line”  (754-9119)  to  provide  information  on  STD,  including 
AIDS,  to  patients,  health  professionals  and  the  general 
public.  The  STD  clinic  at  Centro  Médico  provides  AIDS 
patients  with  diagnostic  services  and  treatment,  and  pursues 
confidential  epidemiologic  investigations.  This  article 
summarizes  the  information  obtained  about  AIDS  cases 
seen  in  the  STD  clinic  and  those  reported  by  other  institu- 
tions up  to  November  30,  1983.  The  Puerto  Rico  AIDS  sta- 
tistics are  very  similar  to  those  for  the  whole  United  States 
(which  include  the  numbers  reported  from  Puerto  Rico), 
except  for  the  lack  of  any  local  cases  with  onset  of  symptoms 
before  1982,  and  the  absence  of  local  cases  in  patients  with 
hemophilia. 
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Commonly  Occurring  Genital  Ulcers  Due  to 
Sexually  Transmitted  Diseases 


Genital  ulcers  may  result  from  infection,  infestation, 
carcinoma,  gross  trauma,  or  excoriation.  The  clinical 
appearance  of  a genital  ulcer  may  strongly  suggest  the  etio- 
logy, but  appearance  alone  is  not  sufficient  to  establish  the 
diagnosis.  Diagnosis,  in  most  cases,  is  established  by  labo- 
ratory testing.  However,  there  are  ulcerative  lesions  of  the 
genitalia  whose  etiology  cannot  be  established;  one  study' 
showed  that  the  etiology  was  unknown  in  17  percent  of 
cases.  Fifty-two  percent  of  the  genital  lesions  in  that  study 
were  caused  by  herpesvirus  infections,  10  percent  by 
syphilis,  1 percent  by  chancroid,  and  21  percent  by  other 
I causes.  In  another  study,^  the  etiology  could  not  be  deter- 
mined  in  41  percent  of  the  ulcerations.  These  “nonspecific” 

' ulcers  present  problems  in  management. 

' Sexually  transmitted  infections  which  commonly  present 
as  genital  ulcers  include  syphilis,  chancroid,  donovanosis, 

I lymphogranuloma  venereum,  and  genital  herpes.  Rarely, 

‘ other  STDs  such  as  scabies,  pediculosis  pubis, 
trichomoniasis,  amebiasis,  and  gonorrhea  may  cause 
¿ ulcerative  lesions.  This  issue  of  CHI*  focuses  on  the  sexually 
I transmitted  infections  commonly  manifesting  themselves  as 
L genital  ulcers  and  will  not  include  those  in  which  such 
manifestations  are  rare. 

Primary  Syphillis 

The  primary  lesion  of  syphilis  begins  as  a solitary, 
I indurated,  painless,  round  or  oval  papule  which  erodes  to 
■ form  an  ulcer.  This  lesion  appears  from  10  to  90  days 
i (average  21  days)  after  exposure  to  an  infected  sexual 
i contact.  Chancres  may  be  multiple.  If  secondarily  infected, 

1 the  chancre  may  be  painful  and  tender.  Inguinal  adenopathy 
! generally  accompanies  the  syphilitic  chancre. 

Since  atypical  lesions  in  syphilis  are  common,  all  genital 
lesions  should  be  examined  for  T.  pallidum.  This  is  done  by 
I darkfield  examination.  The  lesion  is  gently  squeezed  or 
I abraded  to  obtain  serum  which  is  examined  under  darkfield 
I microscopy.  If  the  patient  has  used  topical  antibiotics  prior 
i to  the  examination,  the  number  of  organisms  in  the  lesion 
may  be  greatly  reduced  or  eliminated.  In  such  cases, 

¡ repeated  darkfield  examinations  of  lesion  exudate  or 
aspirate  from  the  enlarged  regional  lymph  nodes  may  be 
necessary.  However,  if  systemic  treponemicidal  drugs  have 
been  used,  the  darkfield  examination  will  probably  be 
negative  and  confirmation  will  depend  on  serological 
j testing.  Direct  fluorescent  antibody  techniques  may  also  be 
used  to  diagnose  primary  syphilis. 

During  the  patient’s  initial  visit,  it  is  essential  to  obtain  a 
specimen  for  reagin  testing.  Since  the  serologic  test  may  be 
nonreactive  in  the  initial  stage  of  syphilis,  it  should  be 
repeated  weekly  for  one  month  and  then  monthly  for  3 
months  if  nonreactive.  Syphilitic  ulcers  can  be  diagnosed  by 
their  gross  morphology  more  accurately  than  any  other 
genital  ulceration. ^ Therefore,  a clinical  suspicion  that  a 

*From:  City  Health  /nformaiion  (New  York  City  Dept,  of  Health),  VoL 
2:32,  Oct.  12.  1983. 


lesion  is  due  to  syphilis  warrants  epidemiologic  treatment 
(see  below)  when  a history  of  exposure  is  given  and  other 
STDs  are  ruled  out,  even  though  the  darkfield  examination 
is  negative. 

The  New  York  City  Department  of  Health  recommends 
benzathine  penicillin  G,  2.4  million  units  intramuscularly, 
given  weekly  for  two  successive  weeks,  for  the  treatment  of 
primary  syphilis.  For  the  penicillin  sensitive  patient, 
tetracycline  0.5  g orally  four  times  daily  for  20  days  is 
recommended.  Persons  exposed  to  infectious  syphilis 
should  be  treated  epidemiologically  (2.4  million  units  of 
benzathine  penicillin  G IM  in  a single  injection). 

Chancroid 

Chancroid  is  characterized  by  inflamed  macules,  papules, 
or  pustules  of  variable  sizes,  which  frequently  progress  to 
purulent,  nonindurated,  tender  ulcers.  These  lesions  are 
followed  by  inguinal  adenopathy.  Single,  unilateral  bubo 
formation  is  more  frequently  seen  than  bilateral  inguinal 
adenopathy.  If  untreated,  fluctuant  nodes  may  suppurate 
and  discharge  through  a fistula  or  rupture  forming  a single 
large  ulcer. 

Clinicians  tend  to  diagnose  chancroid  when  no  other 
diagnosis  can  be  established  for  genital  ulcers;  chancroid  is 
suspected  three  times  more  often  than  H.  ducreyi  (its 
etiologic  agent)  is  actually  identified.-  This  may  reflect 
difficulty  in  securing  microbiological  confirmation.  It  is  also 
possible  that  chancroidal-appearing  ulcers  are  produced  by 
organisms  other  than  H.  ducreyi.^  The  diagnosis  of 
chancroid  based  on  clinical  appearance  and  the  exclusion  of 
other  STDs  is  unreliable.  In  a recent  study,  H.  ducreyi  was 
recovered  in  only  two  out  of  12  men  “diagnosed”  as  having 
chancroid.-^ 

The  isolation  and  confirmation  of  H.  ducreyi  is  necessary 
for  a definitive  diagnosis  of  chancroid.  This  is  accomplished 
by  swabbing  the  base  of  the  ulcer  or  aspirating  the  bubo  to 
obtain  the  specimen,  which  is  then  inoculated  on  a selective 
medium  such  as  heart  infusion  agar  supplemented  with 
rabbit  blood  and  vancomycin.  Biochemical  tests  showing 
the  need  for  X and  not  for  V factor  should  also  be 
performed. 

The  traditional  treatment  of  chancroid  with  tetracycline 
or  sulfonamides  is  currently  considered  obsolete  because  of 
the  frequent  resistance  of  H.  ducreyi  to  these  drugs.  The 
recommended  treatment  is  500  mg  of  erythromycin  given 
orally  four  times  daily  for  a minimum  of  10  days  or  until 
both  the  ulcers  and  the  lymphadenopathy  have  resolved. 
Double-strength  tablets  of  sulfamethoxazole  (800  mg)/ 
trimethoprim  ( 160  mg)  given  orally  twice  daily  for  10  days  is 
an  acceptable  alternative  regimen.  Antimicrobial  suscepti- 
bility testing  should  be  done  on  isolates  of  //.  ducreyi  írom 
patients  who  do  not  respond  to  the  recommended 
therapeutic  regimens.  Fluctuant  buboes  should  be  aspirated 
to  prevent  spontaneous  rupture.  Sexual  partners  should 
receive  epidemiologic  treatment. 
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Donovanosis 

Donovanosis  or  granuloma  inguinale  is  a chronic, 
indolent,  ulcerative  and  granulomatous  disease  caused  by 
Calymmatobacterium  granulomatis,  a Gram-negative 
bacillus,  also  known  as  the  Donovan  body.  The  primary 
lesion  may  be  a papule,  an  ulcer,  or  a subcutaneous  nodule. 
Papules  and  nodules  denude  and  ulcerate  within  several 
days.  The  ulcer  is  usually  sharply  defined  and  indurated, 
with  an  elevated  border  and  beefy  red  granulation  center. 
The  lesions  progress  over  time,  either  by  direct  extension  or 
autoinoculation  to  the  inguinal  and  perineal  region.  True 
adenopathy  is  rare  but  a subcutaneous  nodule  termed  a 
pseudobubo  may  form. 

A definitive  diagnosis  is  based  on  finding  Donovan  bodies 
within  vacuoles  of  large  mononuclear  cells.'*  Crushed  smear 
and  biopsy  specimens  are  required.  Biopsy  and  histological 
examination  will  rule  out  the  possibility  of  malignancy  in 
patients  with  suspected  donovanosis. 

Antibiotics  specific  for  donovanosis  include  tetracycline, 
streptomycin,  and  gentamicin.  Tetracycline,  given  0.5  c 
orally  four  times  daily  for  a minimum  of  3 weeks  or  until 
there  is  complete  healing  of  all  lesions,  is  the  first-line 
therapy  for  donovanosis.  If  there  is  no  clinical  response 
within  7 days,  a different  antibiotic  should  be  selected. 
Streptomycin,  0.5  g IM  twice  daily  for  a total  dose  of  20  to 
25  grams  or  gentamicin,  40  gm  IM  twice  daily  for  two  weeks 
may  be  given.  Follow-up  should  be  done  weekly  until  the 
lesions  are  clearly  resolving.  All  steady  sex  partners  of 
confirmed  cases  should  be  given  epidemiologic  treatment. 

Lymphogranuloma  Venereum 

The  initial  lesion  of  lymphogranuloma  venereum  (LGV) 
may  occur  in  one  of  four  forms:  a discrete  superficial  papule, 
a herpetiform  lesion,  a pustule,  or  a nongonococcal-type 
urethritis  (indicative  of  an  intraurethral  primary  lesion).  A 
painless,  transient  and  almost  imperceptible  shallow  genital 
ulcer  may  ensue.  Constitutional  symptoms  and  extensive 
inguinal  involvement  are  classically  present  in  LGV,  with 
adenopathy  (usually  unilateral)  that  may  lead  to  suppura- 
tion and  fistula  formation. 

Three  serotypes  of  Chlamydia  trachomatis.  (LI,  L2  or 
L3),  cause  LGV.  The  test  most  commonly  available  for 
diagnosing  the  disease  is  the  complement-fixation  (LGV- 
CF)  test.  This  is  a genus-specific  test,  giving  positive  results 
in  individuals  infected  with  any  chlamydial  strain.  A 
fourfold  rise  in  titer  in  paired  specimens  is  diagnostic. 
However,  by  the  time  most  patients  present  for  diagnosis, 
the  titer  has  risen  to  a stable  level.  A titer  of  1 :32  or  greater  in 
the  presence  of  clinical  signs  is  considered  good  evidence  of 
the  disease.  Isolation  of  C.  trachomatis  on  tissue  culture  and 
subsequent  serotyping  will  definitively  establish  a diagnosis 
of  LGV. 

Tetracycline  (0.5  g four  times  daily  by  mouth)  is  the  drug 
of  choice  in  the  treatment  of  LGV,  and  should  be  given  for  at 
least  three  weeks  or  until  the  adenopathy  and  inflammatory 
lesions  have  resolved.  Where  drug  allergy  exists,  sulfisoxa- 
zole  may  be  substituted.  This  drug  is  given  orally  with  a 
loading  dose  of  4 g followed  by  1 g four  times  daily  for  three 
weeks.  Erythromycin,  administered  in  the  same  dosage  as 


tetracycline,  should  be  used  in  pregnancy.  Exacerbations  of 
LGV  are  common.  Patients  should  be  re-examined  and  have 
an  LGV-CF  test  every  three  months  for  a year  after  cessa- 
tion of  therapy.  ! 

Genital  Herpes  I 

Two  serotypes  of  herpes  simplex  virus,  (HSV-1  and  HSV- 
2),  cause  the  primary  and  recurrent  vesiculoulcerative 
genital  disease.  The  clinical  appearance  in  primary  infection 
is  marked  by  groups  of  painful  small  vesicles,  on  an 
erythematous  base.  The  vesicles  are  thin-walled  and  rupture 
to  form  an  ulcer.  Multiple  lesions  which  may  become 
confluent,  are  more  common  than  a solitary  lesion.  Fever, 
malaise,  myalgias  and  bilateral  inguinal  adenopathy 
accompany  primary  genital  herpes;  the  nodes  are  usually 
mildly  tender,  slightly  firm,  and  nonfixed.  Recurrence  of  the 
disease  is  often  the  rule.  With  recurrent  infection,  patients 
have  fewer  lesions  with  little  or  no  adenopathy  or  systemic 
manifestations.  HSV-2  infections  recur  more  often  than  do 
HSV-1  infections. 

Herpesvirus  infection  is  usually  diagnosed  on  historical 
and  clinical  grounds.  However,  many  cases  may  be  missed  if 
diagnostic  tests  are  not  performed.  Lesions  previously 
attributed  to  chancroid,  syphilis,  pyoderma,  or  trauma  by 
clinical  diagnosis  have  been  found  be  HSV  infections  on 
culture. 2 The  most  sensitive  diagnostic  technique  for  herpes 
is  viral  culture.  Other  diagnostic  methods  rely  on  the  detec- 
tion of  viral  particles  by  electron  microscopy,  detection  of 
viral  antigen  by  immunologic  methods  (immunoperoxidase 
or  immunofluorescence),  or  demonstration  of 
cytopathologic  changes  (multinucleated  giant  cells  or 
intranuclear  inclusion  cells).  The  Tzanck  test  and  the 
Papanicolaou  smear  are  representative  of  the  latter 
methods.  HSV  infection  can  also  be  demonstrated  serologi- 
cally by  finding  a fourfold  or  greater  increase  in  complement  , 
fixation  or  neutralizing  antibody  between  acute  and  |j 
convalescent  sera  during  a primary  infection.  However,  for 
confirming  recurrent  HSV  infection,  antigen  detection  or 
viral  isolation  techniques  are  more  sensitive  than 
complement-fixing  or  neutralization  antibody  tests. 

Although  many  forms  of  therapy  have  been  developed  for 
herpetic  infections,  none  has  so  far  proven  curative. 
Acyclovir  is  the  first  medication  shown  to  be  effective  in 
reducing  some  of  the  manifestations  of  genital  herpes. 
Acyclovir  ointment,  5 percent,  applied  topically  to  the 
lesions  every  3 hours,  6 times  a day  for  7 days,  is  recomended 
for  a primary  initial  infection.  This  treatment  decreases  the 
duration  of  viral  shedding  and  accelerates  healing  of  lesions. 
However,  topical  acyclovir  has  no  effect  on  the  duration  of 
systemic  symptoms  or  symptoms  associated  with  HSV 
urethritis  or  cervicitis  and  does  not  reduce  the  frequency  of 
new  lesion  formation. ^ Recently,  the  FDA  has  approved 
intravenous  acyclovir  for  the  treatment  of  herpes  infection. 
There  is  currently  no  effective  treatment  to  prevent  recur- 
rences of  genital  herpes  infection.  Patients  should  be  told 
that  infectious  recurrences  are  common  and  that  sexual 
activity  during  recurrences  should  be  avoided.  Women  with 
a history  of  genital  herpes  should  be  Pap  tested  annually  for  I 
premalignant  lesions. 
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Commonly  Occurring'  Genital  Ulcers... 
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Mammography 
can  detect 
breast  cancers 
even  smaller 
than  the  hand 
can  feel. 


Low-dose  breast  x-ray, 
mammography,  is  giving  hope 
that  the  leading  cause  of  cancer 
deaths  in  women  will  be  greatly 
diminished. 

We  urge  women  without 
symptoms  of  breast  cancer,  ages 
35  to  39,  to  have  one  mammo- 
gram for  the  record,  women  40 
to  49  to  have  a mammogram 
every  1 to  2 years,  and  women 
50  and  over,  one  a year.  Breast 
self-examination  is  also  an  impor- 
tant health  habit  and  should  be 
practiced  monthly.  Ask  your 
local  Cancer  Society  for  free 
leaflets  on  both  subjects. 

The  American  Cancer 
Society  wants  you  to  know. 


I AMERIOXN 

T CANCER 
SOOETY" 
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Sonography  Quiz 

Rafael  M.  Rivera,  M.D. 


Figs  A and  B are  transverse  sonographic  images  of  the  gravid  uterus  and  adnexas.  A follow  up  studies  (not  shown) 
three  weeks  later  and  after  a spontaneous  abortion  showed  no  abnormalities.  The  most  likely  diagnosis  is: 

A.  Bilateral  ovarian  cystadenomas 

B.  Bilateral  ovarian  dermoids 

C.  Bilateral  corpus  luteum  cysts 

D.  Ovarian  hyperstimulation  syndrome 


Fig.  A 


Fig.  B 
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Sonography  Quiz  Discussion 


Correct  diagnosis:  D.  Ovarian  hyperstimulation  syndrome 
Discussion 

Ovarian  hypersfimulation  syndrome  is  well  recognized  in  association  with  drug  theraphy  for  infertility.  It  has  also  been 
described  in  patients  with  hydatiform  mole,  chorioepithelioma,  multiple  and  single  pregnancies.  The  syndrome  has  been 
subdivided  into  six  grades  with  ovarian  sizes  varying  from  5 to  12  cms.  on  basis  of  multiple  cysts.  Figs.  A and  B showed 
marked  ovarian  enlargement  on  each  side  of  the  gravid  uterus.  The  ovaries  are  virtually  composed  of  multiple  cysts  with 
varying  amounts  of  intervening  stromal  elements. 

The  usual  biologic  behavior  of  the  cysts  is  spontaneous  resolution  ranging  from  two  weeks  to  two  months  after  the 
iatrogenic  or  endogenous  stimulus  is  discontinued.  The  syndrome  should  be  suspected  from  the  sonographic  findings  and 
the  patient  should  be  questioned  as  to  the  recent  use  of  Clomphene  or  Pergonal  theraphy.  The  benign,  bilateral  ovarian 
enlargement  should  not  be  confused  with  neoplastic  involvement.  Follow  up  sonograms  will  demonstrate  a gradual 
reduction  in  the  ovarian  size  this  documenting  the  usual  iatrogenic  nature  of  the  process. 


Read  this 

like  your  life  depends  on  it. 


Breast  cancer  found  early  and  your  period,  when  breasts  are  nor- 
treated  promptly  has  an  excellent  mal,  practise  this  self-exam.  Ask 
chance  for  cure.  About  a week  after  your  doctor  to  teach  you  this  method: 


1.  In  bath  or  shower. 

Fingers  flat,  move  op- 
posite hand  gently  over 
each  breast.  Check  for 
lumps,  hard  knots, 
thickening. 


AAAERICAN 

»0\NCER 

SOaETY* 


2.  In  front  of  a mirror. 

Observe  breasts.  Arms 
at  sides.  Raise  arms 
high  overhead.  Any 
change  in  nipples,  con- 
tours, swelling,  dim- 
pling of  skin?  Palms  on 
hips:  press  down 
firmly  to  flex  chest 
muscles.  Breasts  do  not 
usually  match. 


3.  Lying  down. 

Pillow  under  right 
shoulder,  right  hand 
behind  head.  Left  hand 
fingers  flat,  press 
gently  in  small  circular 
motions  starting  at 
12  o’clock.  Make  about 
three  circles  mo'  ing 
closer  to  and  inciu.  ing 
nipple.  Reverse  md 
repeat  on  left. 
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What  can  you  do  for 
hypertensives  like  Manuel  G? 


Controlled 

Current  medication 
brought  Wood  pres- 
sure from  172 /1 10 
to  148/92  mmHg. 


F2miilx  man 

Loves  kids ...  his  wife 
would  like  several 
more. 


Successful 

Too  preoccupied  on 
business  trips  to 
remember  his  pills. 


Impotent 

Blames  his  current 
blood  pressure 
medication. 


I...Í 


Patient  description  is 
a hypothetical  com- 
posite based  on  clini- 
cal experience  and 
evaluation  of  data. 


Rely  on  one-tablet-a-day 
dosage  and  cardíoselectívíty.' 

“Real  life”  efficacy 

Manuel  G represents  5,314  men  age  40  to  55  treated 
effectively  in  the  28-day  TENORMIN  evaluation  of 
39,745  hypertensives  of  all  types.  The  setting  for  the 
evaluation  was  real  life— the  daily  practices  of  9,500 
U.S.  physicians.' 

Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy 
and  safety  of  TENORMIN  had  already  been  established 
worldwide  by  hundreds  of  published  clinical  studies 
and  more  than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data 
were  analyzed  for  variables  such  as  sex,  age,  race, 
and  weight,  a large  majority  of  patients  in  each  group 
achieved  satisfactory  blood  pressure  control.' 

Of  all  controlled  cases,  an  impressive  95%  i 
reported  feeling  well,  an  important  consideration  in 
hypertension  management.^ 

Sexual  dysfunction  rare 

Only  0.4%  of  the  patients  in  the  evaluation  reported 
sexual  performance  problems^— making  TENORMIN  an 
excellent  choice  for  men  like  Manuel  G,  who  may  have 
become  impotent  on  other  anti  hypertensive  agents. 

*Cardioselectivity  denotes  a relative  prefer- 
ence for  receptors,  located  chiefly  in 
cardiac  tissue.  This  preference  is  not 
absolute. 

For  Manuel  G...and  virtually 
all  your  hypertensive  patients 


(afenolol) 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects'*  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
15%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.' 


See  following  page  for  brief  summary 
of  prescribing  information. 


STUART  PHARMACEUTICALS 


■pi  ONE  TABLETA  DAY 

T€K0RMIN 


(atenolol) 

For  Manuel  G... 
and  virtually 
all  your 
hypertensive 
patients 


TENORMIN’  (atenolol) 


I 


A beta.-selective  blocking  agent  for  hypertension 


DESCRIPTION:  TENORMIN"  (atenolol),  a synthetic,  betarselective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide. 
4-[2'-hydroxy'3'-((1-methylethyl)  ammo]  propoxyj-  Atenolol  (free  base)  has  a molecular  weight  of 
266  If  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26  5 mg  ml  at  37  C and 
a log  partition  coefficient  (octanol  'water)of  0 23  It  is  freely  soluble  in  IN  HCI  (300  mg  ml  at  25  C) 
and  less  soluble  m chloroform  (3  mg  ml  at  25 ' C) 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can.  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and  / or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza 
tion  and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  cerlain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician's  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta^-stimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case.  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 
TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSA3E)  Manifestations  of  excessive  vagal  tone  (eg.  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V ) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-mduced  hypoglycemia  and.  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION). 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg.  reserpme)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and  or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 
Should  It  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study  each  employing  dose  levels  as  high  as  300  mg  / kg  / day  or  1 50  times  (he  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studies  support  this  finding 


Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg/  kg  / day  or  1 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starling  at  1 5 mg  kg  day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but  * 
not  1 50  mg  atenolol  kg  day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo  fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg  / kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
m rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg/kgorl2  5 times  the  ; 

maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg-  ' 

nant  women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the  I 
potential  risk  to  the  fetus  ' 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates  ' 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies)  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo  ' 
IS  similar  causal  relationship  is  uncertain  j 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun-  j 
teered  and  elicited  side  effects)  : 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO):  Í 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0  5%),  postural  hypotension  i 
(2%-1%),  leg  pain  (0%-0  5%)  ' 

CENTRAL  NERVOUS  SYSTEM  NEUROMUSCULAR  dizziness  (4%-1  %),  vertigo  (2%-0  5%). 
Iight-headedness  (1%-0%),  tiredness  (0  6%-0  5%),  fatigue  (3%-l%).  lethargy  (1%-0%).  drowsi- 
ness (0  6%-0%),  depression  (0  6%-0  5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%)  | 

RESPIRATORY  (See  WARNIN(3S)  wheeziness(0%-0%).dyspnea(06%-1%)  ■ 

TOTALS  U.S.  AND  FOREIGN  STUDIES:  I 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities(12%-5%).  postural  hypotension  ' 
(4%-5%),  leg  pain  (3%-1%)  i 

CENTRAL  NERVOUS  SYSTEM  NEUROMUSCULAR  dizziness  (13%-6%).  vertigo  (2%-0  2%).  | 

light-headedness  (3%-0  7%),  tiredness  (26%-13%).  fatigue  (6%-5%).  lethargy  (3%-0.7%), 
drowsiness  (2%-0  5%).  depression  (12%-9%).  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS),  wheeziness  (3%-3%),  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and  ■ or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs.  The  reported  incidence  is  small  and.  in  most  cases.  j 

the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should  i 

be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  mom-  I 
tored  following  cessation  of  therapy  i 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported  j 
with  other  bela-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of  ! 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress  i 

Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances, hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia.  Peyronie's  disease,  erythematous  rash,  Raynaud's  phenomenon  I 
Miscellaneous;  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information  I 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over-  | 
dosage  of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care-  ¡ 
fully  observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  Inaddi-  j 
tion  to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted  I 

Bradycardia:  Atropine  or  another  anticholinergic  drug  I 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  too  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypedensive  agents  including 
thiazide-type diuretics  hydralazine,  prazosin,  and  alpha-methyidopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  m cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine  • 
clearance  falls  below  35  ml  mm  1 73  m^  (normal  range  is  1 00-1 50  ml  / mm  / 1 73  m^),  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life  ] 

(ml  mm  173  m-)  (hrs)  Maximum  Dosage  ' 


15-35  16-27  50  mg  daily 

• 15  >27  50  mg  every  other  day  . 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under  | 
hospital  supervision  as  marked  falls  m blood  pressure  can  occur  ¡ 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  m 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  1 00  tab- 
lets Tablets  of  100  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100  ; 
tablets  and  unit-dose  packages  of  1 00  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 

References:  1.  Data  on  file.  Stuart  Pharmaceuticals  2.  Herman  RL.  Lamdm  E.  Fischetti  JL,  Ko  HK:  ' 
Postmarketing  evaluation  of  atenolol  (Tenormin*)  A new  cardioselective  beta-blocker  Curr  Ther  \ 
Res  1983,  33(1)  165-1 71  3.  Zacharias  FJ  Comparison  of  the  side  effects  of  different  beta  biockerS'j^ 
in  the  treatment  of  hypertension  Pnmary  Card/o/ 1980,  6 (suppl  1 ) 86-89 


STUART  PHARMACEUTICALS 

Division  of  ICI  Americas  Inc. 

Wilmington,  OE 19897 


ELECTROCARDIOGRAM 
OF  THE  MONTH 

Charles  D.  Johnson.  MI),  KAC  (' 
Osvaldo  Jiméner,  MI) 


This  17-year-old  female  complained  of  palpitations  and  dyspnea  on  exertion.  The  pulmonary  conus  was  slightly 
prominent. 


Questions 

1.  What  is  the  electrocardiographic  diagnosis? 

2.  What  is  the  clinical  diagnosis? 


See  answers  on  page  132 


Depanmeni  of  Medicine,  University  of  Puerto  Rico  Medical  School, 
San  Juan,  Puerto  Rico  00936. 
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WANTED 

Board  Certified  physicians  or 
finishing  residents  in  the  following 
specialties  who  desire  an  attractive 
alternative  to  civilian  practice: 

GENERAL  SURGERY 
ORTHOPEDIC  SURGERY 
NEUROSURGERY 
OTOLARYNGOLOGY 
CHILD  PSYCHIATRY 
PEDIATRICS 
MEDICAL  RESEARCH 
DIAGNOSTIC  RADIOLOGY 

Positions  are  available  at  both  Army  teaching  facilities  and 
community  hospitals  throughout  the  Southeastern  United  States. 

Every  Army  physician  is  a commissioned  officer.  The  Army  offers  a 
rewarding  practice  without  the  burdens  of  malpractice  insurance 
premiums  and  other  non-medical  distractions. 

Army  medicine  provides  a reasonable  salary  while  stressing  a good 
clinical  practice.  Some  positions  offer  teaching  appointments  in  an 
affiliated  status  with  nearby  civilian  medical  schools  or  teaching 
programs.  The  Army  might  be  just  the  right  prescription  for  you  and 
your  family. 

To  obtain  more  information  on  eligibility,  salary,  and  fringe  benefits 
write  or  call  collect: 


AMEDD  Personnel  Counselor 
DuPont  Plaza  Office  Building 
Room  711 

300  Biscayne  Boulevard  Way 
Miami,  FL  33131 
(305)  358-6489 


Socios  Ñ lie  vos 


I Aponte  Gracia,  Antonio,  MD  •-  Escuela  de  Medicina 
li  Universidad  de  Puerto  Rico,  1974,  Especialidad;  Medicina 
¡ Interna,  Hematología  y Oncología  - Ejerce  en  Mayagüez. 


Barait,  Juan  R.,  MD  - Escuela  de  Medicina  Universidad  de 
Puerto  Rico,  1975,  Especialidad:  Cirugía  y Patología  - Ejerce 
en  Hato  Rey. 

I Berberian,  Anahid,  MD  - Escuela  de  Medicina  Erevan  Med. 
Inst.  Armenia  - USSR,  1967,  Medicina  de  Familia  - Ejerce 
I en  Santurce. 

I Díaz  Hernández,  Jaime  Miguel,  MD  - Escuela  de  Medicina 
í Universidad  de  Puerto  Rico,  1975,  Especialidad:  Medicina 
j de  Familia  - Ejerce  en  Corozal. 

^Bermudez  Ruiz,  Gamalíer,  MD  - Escuela  de  Medicina 
Universidad  Valencia,  España,  1974,  Especialidad: 
Radiología  - Ejerce  en  Ponce. 

Castillo  Arbona,  Huáscar  E.,  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Santo  Domingo,  República 
Dominicana,  1971,  Especialidad:  Cirugía  y Proctología  - 
Ejerce  en  Ponce. 

Figueroa,  Féliz  M.,  MD  - Escuela  de  Medicina,  Universidad 
Valencia,  España,  1976,  Especialidad:  Cirugía  - Ejerce  en 
Caguas. 

López  Martín,  Sara,  MD  - Escuela  de  Medicina  Santiago  de 
Compostela,  España,  1973,  Especialidad:  Obstetricia  y 
! Ginecología  - Ejerce  en  Fajardo. 

Marcial  Seoane,  Raúl  A.,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1977,  Especialidad;  Radiología. 


INTERNO  RESIDENTE 

Busquets  Narbona,  José  R.,  MD  - Escuela  de  Medicina 
Cayey,  1980,  Residencia  en  Fisiatría. 


REINGRESOS  C,,  ^ ^ 

De  la  Vega  Sugrañes,  Gloria,  M.,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1965,  Especialidad:  Dermato- 
logía - Ejerce  en  Caguas. 

Delerme  Colón,  Mélida  Elva  - Escuela  de  Medicina  Univer- 
sidad de  Puerto  Rico,  1966,  Especialidad:  Medicina  Interna 
y Nefrología  - Ejerce  en  Carolina. 

Dílone  St.  Jean,  Castor  E.,  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Santo  Domingo,  1964,  Especia- 
lidad: Obstetricia  y Ginecología  - Ejerce  en  Estados  Unidos. 

Quiñones  Alamo,  Benny  G.,  MD  - Escuela  de  Medicina 
Universidad  Central  del  Este,  República  Dominicana,  1978, 
Especialidad:  Anestesiología  - Ejerce  en  Río  Piedras. 

Rice-Wray,  Edris,  MD  - Escuela  de  Medicina  Northwestern 
Medical  School,  1932,  Especialidad;  Salud  Pública, 
University  of  Michigan  - Retirada. 


Nazario  Guirau,  Luis  Antonio,  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Guadalajara,  México,  1977, 
Especialidad;  Cirugía  General  - Ejerce  en  Ponce. 
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LOSS  OF  SMELL  MAY 
SIGNAL  TUMOR  PRESENCE 


Brain  tumors  can  be  detected  sooner  and  treated  succes- 
sfully if  people  learn  to  follow  their  noses. 

Loss  of  smell  often  is  the  first  sign  of  a brain  tumor,  and 
people  who  develop  tumors  usually  lose  their  sense  of  smell 
years  before  a brain  scan  reveals  presence  of  a growth, 
according  to  Louis  Bakay,  MD,  from  State  University  of 
New  York  at  Buffalo. 

Patients  are  rarely  aware  of  their  gradual  loss  of  smell; 
often  a close  family  member  first  notices  the  patient’s 
problem,  Bakay  says  in  the  Jan.  6 issue  of  JAMA.  The 
researcher  studied  36  tumor  sufferers  and  found  that  the 
majority  of  the  patients  did  consult  a physician  years  before 
but  that  a brain  tumor  was  the  least  suspected  cause  of  their 
anosmia  (loss  of  smell). 

“Yet  it  is  interesting  that  anosmia  alone  was  the  cause  of 
subsequent  diagnosis  of  olfactory  meningioma  [a  brain 
tumor  located  in  the  sinus  region],”  Bakay  says.  “The 
majority  of  the  patients  in  this  series  mentioned  this 
complaint'to  a physician.  They  were  usually  told  that  it  was 
the  aftereffect  of  a severe  cold  or  sinusitis.” 

Bakay  says  that  acquired,  organic  loss  of  the  sense  of 
smell  can  be  due  to  nasal  obstruction  or,  more  commonly,  a 
head  cold.  Even  after  an  injury,  however,  the  olfactory 
center  should  rebound  after  many  months. 

If  unexplained  anosmia  persists,  the  researcher  says  that  a 
computed  tomographic  (CT)  brain  scan  should  be  consi- 
dered. The  CT  scan  would  be  able  to  depict  any  tiny 
olfactory  anomaly  that  may  exist.  The  subsequent  surgical 
removal  of  any  small  tumor  found  would  be  much  safer  than 
the  excessive  bleeding  and  trauma  associated  with  removing 
large  growths,  Bakay  notes. 

The  CT  scanning  technique  is  now  used  to  detect  tumors 
of  the  hearing  center  in  the  brain. 


TRANSFUSION-ASSOCIATED  AIDS 


reporter  Marsha  F.  Goldsmith  in  an  interview  for  the  Jan 
13  issue  of  JAMA.  Curran’s  report  on  18  of  the  cases] 


appeared  in  this  week’s  issue  of  the  New  England  Journal  of 
Medicine. 

Although  the  likelihood  of  developing  transfusion- 
associated  AIDS  still  appears  slim — three  million  people 
per  year  receive  transfusions  in  this  country — the  issue  is  one 
of  great  concern  to  physicians  and  patients. 

All  of  the  major  blood  bank  organizations  have  been 
alerted  to  the  growing  incidence  of  AIDS  among  transfused 
patients.  The  organizations  issued  blood  donor  guidelines  in 
March  1983,  which  recommended  that  persons  with 
symptoms  suggestive  of  AIDS  and  members  of  groups  at 
increased  risk  for  AIDS  refrain  from  donating  blood  or 
plasma.  Some  researchers  believe  that  the  plan  is  working. 
Goldsmith  writes. 

Gilbert  Clark,  executive  director  of  the  American 
Association  of  Blood  Banks,  notes  that  all  of  the  blood 
donations  involved  in  the  reported  cases  of  transfusion- 
associated  AIDS  were  made  before  the  guidelines  were 
implemented.  He  adds  that  since  the  screening  procedures 
went  into  effect,  the  blood  supply  is  probably  as  safe  as  it  can 
be  until  more  becomes  known  about  AIDS.  , 

Joseph  Bové,  MD,  profesor  of  medicine  at  Yale 
University  School  of  Medicine,  New  Haven,  Conn.,  holds 
that  the  number  of  cases  of  transfusion  associated  AIDS  is 
very  small  and  that  voluntary  donor  screening  will  lower 
even  that  incidence. 

In  his  New  England  Journal  article,  Curran  noted  that 
some  of  the  transfused  patients  who  later  developed  AIDS 
received  blood  from  donors  who  had  a reversed  ratio  of 
helper  to  suppressor  lymphocytes,  a finding  often  seen  in 
AIDS  victims.  Still,  Bové  disagrees  with  Curran’s  classifi- 
cation of  these  donors  as  “high  risk”  because  about  three  to 
five  percent  of  apparently  healthy  people  also  have  such' 
reversed  ratios. 

Bové  and  other  researchers  contend  that  a massive; 
restructuring  of  blood  bank  activities  would  probably  turn^ 
into  a logistical  nightmare  as  well  as  a health  hazard,^. 


Goldsmith  reports.  Implementation  of  directed  donations  ] 


(giving  blood  to  a specified  recipient,  such  as  a friend  or  a ' 
relative)  would  prove  prohibitively  expensive  and  possible 
unsafe  if,  for  example,  the  designated  donor  had  an 
undiagnosed  transmissable  disease. 

“We  who  are  in  transfusion  medicine  know  there  aref 
many  risks  involved  in  it,  some  of  which  may  be  fatal,”  says^ 


Jacob  Nusbacher,  MD,  executive  vice  president  and' 


director  of  Central  Blood  Bank  in  Pittsburgh.  “We’ve  been, 
trying  to  make  the  public  aware  of  this  for  years,  but  nobody^ 
has  wanted  to  listen.  Now,  because  AIDS  has  caught  their 
attention,  people  are  acting  as  if  transfusion  was  always  100 
percent  safe  before.  It  wasn’t.” 


Thirty-eight  people  have  developed  acquired  immune 
deficiency  syndrome  (AIDS)  following  blood  transfusion, 
according  to  an  update  released  today  by  the  Centers  for 
Disease  Control  (CDC),  Atlanta,  in  its  publication 
Morbidity  and  Mortality  Weekly  Review. 

Thirteen  of  31  adults  and  4 of  seven  infants  had  died  of 
transfusion-associated  AIDS  as  of  late  December,  CDC 
researcher  James  W.  Curran,  MD,  told  medical  news 


NO  CASES  OF  AIDS  TRANSMISSION 
TO  MEDICAL  CARE  WORKERS:  CDC 

So  far  there  have  been  no  known  cases  of  acquired 
immune  deficiency  syndrome  (AIDS)  being  transmitted  to 
medical  care  workers  in  settings  where  AIDS  patients  are 
cared  for,  according  to  Steven  L.  Solomon,  MD,  of 
Atlanta’s  Centers  fpr  Disease  Control. 
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Ama  New.s 


“To  evaluate  the  potential  risk  of  transmission  of  AIDS  to 
medical  care  workers,  the  CDC  has  instituted  an  active 
surveillance  system  to  identify  and  follow  up  medical  care 
workers  who  have  been  exposed  to  parenteral  or  mucosal 
inoculation  of  potentially  contaminated  materials,”  he 
writes  in  the  Questions  and  Answers  section  of  the  Jan.  20, 
JAMA. 

AIDS  is  a deadly  disease  that  strikes  the  immune  system 
and  leaves  patients  vulnerable  to  opportunistic  infections, 
often  with  fatal  results.  While  the  syndrome  primarily 
strikes  homosexual  males,  it  also  has  affected  IV  drug 
abusers,  hemophiliacs,  Haitians,  and  some  women  and 
children  living  in  close  contact  with  at-risk  patients.  This 
arouses  the  concern  of  medical  care  workers.  The  cause  of 
the  syndrome  remains  unknown,  with  some  researchers 
assigning  blame  to  life-style  behavior  that  compromises  the 
body’s  immune  system,  while  others  blame  an  as  yet  uniden- 
tified viral  agent. 

Etiology  of  the  syndrome  is  addressed  by  several  cor- 
respondents in  the  Letters  section  of  this  week’s  JAM  A.  One 
physician  suggests  that  the  lack  of  transmission  of  medical 
care  workers  argues  against  the  infectious  agent  hypothesis. 
Since  AIDS  is  analogous  to  hepatitis  B,  says  H.  Hunter 
Handsfield,  MD,  of  Seattle-King  County  Department  of 
Public  Health  and  the  University  of  Washington,  “I  would 
have  expected  some  such  cases  to  have  occurred  by  now.” 

He  adds  that  the  life-style  hypothesis,  namely,  that 
repeated  exposure  to  cytomegalovirus,  semen  or  other 
antigens  results  in  progressive  cellular  immunodeficiency, 
also  fails  to  account  for  those  AIDS  cases  in  people  without 
obvious  antigenic  hyperexposure. 

“ I would  like  to  suggest  that  both  hypotheses  may  be 
correct  and  that  they  work  synergistically,”  he  says,  sugges- 
ting that  repeated  exposure  to  antigens  may  compromise  the 
immune  system  and  leave  it  vulnerable  to  a new  virus. 

Also  writing  in  the  Letters  section,  Robert  A.  Figlin,  M D, 
and  colleagues  from  the  Jonnson  Comprehensive  Cancer 
Center  and  UCLA  School  of  Medicine  describe  a patient 
with  AIDS  who  experienced  both  Kaposi’s  sarcoma  and  B- 
cell  immunoblastic  sarcoma.  “This  occurrence  is  usually  in 
the  setting  of  immunosuppressive  therapy,”  they  say,  adding 
that  it  defeats  the  hypothesis  that  the  agent  (virus)  respon- 
sible for  immunodeficiency  also  has  cancer-causing 
potential.  “It  seems  more  likely  that,  as  the  primary  event, 
the  induction  of  immunosuppression  allowed  for  the 
expression  of  the  two  independent  malignant  conditions.” 

Carlos  Navarro,  MD,  and  colleagues  from  the  Harlem 
Hospital  Center  and  Columbia  University  in  New  York 
suggest  that  prostaglandins,  present  in  human  semen, 
should  “be  taken  into  account  in  the  investigation  of  agents 
leading  to  AIDS,  both  as  immunosuppressors  and  as  pos- 
sible inducers  of  Kaposi’s  sarcoma  in  male  homosexuals.” 

Impaired  Immunity,  infertiliíy  f , 

I LINK:Elj(r^.SE3^UAL  |RACTICEj^ 

A study  from  M.D.  Anderson  Hospital,  Houston,  lends 
support  to  the  hypothesis  that  repeated  exposure  to  sperm 
during  anal  intercourse  can  induce  immune  system  abnor- 
malities among  homosexual  men.  The  study  also  suggests 
anal  intercourse  in  heterosexual  couples  may  cause  a 


woman  to  develop  an  immune  response  to  her  partner’s 
sperm  that  could  lead  to  infertility. 

From  a study  of  30  asymptomatic,  monogamously  paired 
homosexual  men,  Giora  M.  Mavligit,  MD,  and  colleagues 
report  in  a January  1984  issue  of  JAMA  that  19  of  26  anal 
sperm  recipients  showed  laboratory  evidence  of  an  immune 
response  to  their  partners’  sperm.  In  some  of  the  men,  this 
response  was  the  reduced  effector/suppressor  T-cell 
ratio — a sign  of  immune  system  depression — that  has  been 
strongly  associated  with  acquired  immune  deficiency 
syndrome  (AIDS).  No  evidence  of  an  immune  system 
response  was  found  in  the  four  men  who  never  received 
sperm  during  anal  intercourse. 

A reduced  effector/ suppressor  T-cell  ratio,  along  with 
antibodies  against  her  husband’s  sperm,  were  also  found  in 
the  female  partner  of  a heterosexual  couple  who  routinely 
practiced  anal  intercourse.  This  finding  underscores  the 
critical  structural  difference  between  the  rectum  and  vagina, 
the  researchers  say. 

They  go  on  to  explain  that  both  the  vaginal  and  the  oral 
mucosa  are  made  up  of  many  layers  which  are  capable  of 
protecting  against  any  abrassive  effect  during  intercouse.  In 
contrast,  the  inner  lining  of  the  rectum  is  made  of  single 
layer  that  cannot  protect  against  abrasion  and  so  promotes 
the  absorption  of  sperm  antigens  into  the  lymphatic  and 
blood  circulation,  the  authors  say. 

Applying  this  theory  of  chronic,  antigen-induced  immune 
deficiency  to  another  are  of  medicine,  the  researchers 
suggest  that  the  increased  susceptibility  of  kidney  transplant 
recipients  to  opportunistic  infections  and  Kaposi’s 
sarcoma — as  seen  in  AIDS — may  be  due  to  chronic 
antigenic  stimulation  from  the  donor  kidney  rather  than 
exclusively  to  the  effects  of  immunosuppressive  chemo- 
therapy. 

In  a related  study  in  the  current  JAMA,  researchers  from 
the  Centers  for  Disease  Control  report  that  an  increase  in 
the  incidence  of  unexplained  generalized  lymphadenopathy 
in  New  York  City  hospitals  between  1978  and  1981 
paralleled  the  increase  in  incidence  of  AIDS.  Bess  Miller, 
MD,  MSc,  and  colleagues  studied  3,139  pathology  reports 
of  lymph  node  biopsies  performed  in  seven  hospitals  from 
1977  to  1981. 

They  reviewed  35  cases  of  unexplained  generalized 
lymphadenopathy,  representing  30  percent  of  patients 
categorized  as  having  unexplained  lymph  node  hyperplasia 
(abnormal  lymph  node  cell  growth).  Of  the  35  patients,  74 
percent  were  males  aged  16  to  44  years,  most  of  whom  were 
homosexual  or  bisexual,  similar  to  the  population  at  risk  for 
AIDS. 

The  researchers  suggest  that  prospective  studies  of 
patients  with  unexplained  generalized  lymphadenopathy 
may  help  to  define  the  clinical  and  pathological  course  of  the 
syndrome  and  may  also  help  to  identify  risk  factors  for  the 
development  of  AIDS. 

DEEEiAd 

Recent  publicity  damning  pertussis  vaccinations  as 
dangerous  and  unnecessary  should  not  dissuade  parents  and 
physicians  from  compliance  with  currently  recommended 
childhood  immunization  schedules,  writes  Vincent  A. 
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Fulginiti,  MD,  University  of  Arizona  Health  Sciences 
Center,  Tucson,  in  a January  issue  of  JAMA.  Neurologic 
damage  is  a rare  consequence  of  pertussis  vaccine,  perhaps 
one  event  per  100,000  children  or  300,000  injections,  he 
points  out.  In  contrast,  Fulginiti  cites  the  pertussis  deaths  of 
1 1 8 children  in  Japan  after  the  vaccine  was  withdrawn  from 
use  because  of  adverse  publicity,  as  well  as  14  deaths  in  1982 
during  a natural  pertussis  epidemic  in  England,  where 
administration  of  the  vaccine  has  been  largely  discontinued. 

GROWTH  IN  CHILDREN  WITH 
KIDNEY  FAILURE 

Physicians  at  the  University  of  Florida  College  of 
Medicine,  Gainesville,  report  that  children  who  undergo 
continuous  ambulatory  peritoneal  dialysis  (CARD)  for 
kidney  failure  grow  as  fast  as  children  who  have  received  a 
kidney  transplant  and  faster  than  children  being  treated 
with  hemodialysis.  Children  on  CARD  also  showed 
improvement  of  renal  osteodystrophy,  a spectrum  of 
abnormalities  of  bone  growth  associated  with  chronic 
kidney  disease,  when  compared  to  children  on  hemodialysis, 
according^o  Robert  S.  Fennell  111,  MD,  in  the  January  issue 
of  American  Journal  of  Diseases  of  Children.  The  nature  of 
factors  responsible  for  the  growth  retardation  that 
predominantly  affects  children  on  hemodialysis  remains 
speculative,  he  says. 

IMPROVING  CHILDHOOD 
HOUSEHOLD  SAFETY 

Accidents  are  the  major  cause  of  deaths  of  children  1 to  14 
years  old,  with  fires  in  the  lead,  followed  by  suffocation  and 
drowning.  In  the  January  issue  of  American  Journal  of 
Diseases  of  Children,  Robert  A.  Dershewitz,  MD,  and 
Edward  R.  Christophersen,  PhD,  from  Michael  Reese 
Hospital,  Chicago,  and  the  University  of  Kansas  Hospital, 
respectively,  offer  an  overview  of  the  causes  of  childhood 
accidents  — burns,  strangulation  and  asphyxiation, 
drowning,  falls,  firearms,  poisoning,  unsafe  toys — and  what 
parents  can  do  to  prevent  accidents.  The  authours  conclude 
that  passive  measures,  such  as  child-resistant  drug 
packaging,  have  had  a better  record  in  preventing  injuries 
than  safety  education  programs. 

NEWER  TESTS  FOR  BREAST  CANCER 
THERAPY  PROVE  LESS  EFFECTIVE 

A cautionary  note  about  the  new  tests  using  monoclonal 
antibodies  to  determine  the  effectiveness  of  breast  cancer 
treatment  is  sounded  in  the  January  1984  issue  of  the 
Archives  of  Pathology  and  Laboratory  Medicine. 

Kenneth  S.  McCarty,  Jr.,  MD,  PhD,  and  colleagues  from 
Duke  University  Medical  Center  in  Durham,  N.C.,  report 
that  the  newer  histochemical  techniques,  while  showing 
impressive  results  in  the  laboratory,  do  not  correlate  with 
patient  results. 

At  issue  is  the  ability  to  predict  the  biologic  response  of 
breast  cancer  to  treatment  by  hormones.  The  standard 
approach  has  been  estrogen  receptor  analysis  by  bioche- 
mical methods  (sucrose  density  gradient  analysis  and 
dextran-coated  charcoal  analysis  are  two  well-established 
methods).  A newer  approach  involves  histochemical 
methods,  using  monoclonal  antibodies,  which  have  several 


potential  advantages,  including  lower  tissue  requirements 
for  testing. 

“The  minimum  criteria  to  establish  the  clinical  usefulness 
of  the  histochemical  assays  are  as  follows:  (1)  reasonable 
agreement  with  clinically  validated  quantitative  techniques, 
and  (2)  correlation  with  the  assayed  tumor’s  biologic 
response  to  hormonal  manipulation,”  the  researchers  say. 

They  studied  72  breast  cancer  patients  treated  with 
hormonal  therapy  to  compare  the  predictive  value  of  the 
various  methods  of  testing  estrogen  receptor  activity.  They 
found  that  the  standard  biochemical  method  was  substan- 
tially more  effective  in  predicting  patient  response  to 
therapy  than  the  best  histochemical,  or  histologic,  method. 

“The  sucrose  density  gradient  analysis  gave  the  highest 
predictive  value  for  clinical  response,  while  the  predictive 
value  for  each  of  the  three  histologic  techniques 
approximated  that  predicted  by  chance  alone,”  the  resear- 
chers say. 

The  biochemical  method  registered  a 90  percent  sensiti- 
vity in  predicting  clinical  response,  compared  with  a 50 
percent  sensitivity  for  one  histochemical  method,  55  percent 
for  another  and  58  percent  for  a third  method. 

“Several  problems  must  be  overcome  before  histoche- 
mical methods  for  detecting  receptors  can  be  considered 
validated,”  the  researchers  say.  “New  techniques  using 
monoclonal  antibodies  against  receptors  appear  promising. 
Until  these  methods  have  been  validated,  however,  it  does 
not  appear  justified  to  consider  the  histochemical  localiza- 
tion of  estrogen  ‘binding’  as  indicative  of  the  presence  of 
estrogen  receptors  for  clinical  purposes.” 


ANSWERS 

Mild  Valvular  Pulmonic  Stenosis  (PS). 

Cardiac  catheterizations-  Right  ventricle  Pulmonary  Valve 
June,  1966,  age  18  years-  66  mm  Hg  40  mm  Hg  gradient 

July,  1983,  age  35  years-  52  mm  Hg  32-33  mm  Hg  gradient 

The  QRS  axis  is  + 78°,  and  the  P wave  axis + 70°.  There  is 
a RsR  'complex  in  lead  Viand  a R/S  complex  in  V2withan 
upright  T wave.  The  T wave  in  Viis  near  isoelectric  to 
positive.  The  R/S  ratio  in  these  leads  is  greater  than  unity. 
Incomplete  right  bundle  branch  block  and  mild  right 
ventricular  hypertrophy  are  suggested. 

Comments 

This  patient  presented  mild  valvular  PS,  which  has  not 
changed  over  the  years.  In  mild  PS  the  electrocardiogram 
may  be  normal  in  30-40%  of  cases.  The  only  abnormality 
may  be  a slight  rightward  QRS  axis.  The  amplitude  of  the  R 
wave  is  usually  less  than  10  mm,  and  the  R/S  ratio  in  the 
right  precordial  leads  is  greater  than  1.0,  and  the  T waves  are 
normal.  Frequently,  an  abnormality  of  intraventricular 
conduction  manifests  as  rsR  ' or  rR'  in  the  right  precordial 
leads. 

Selected  Reading 

1.  Emmanouilides  GC,  Baylen  RG;  Pulmonary  stenosis.  Chap  17, 
In  Moss'  Heart  Disease  In  Infants,  Children,  and  Adolescents. 
Baltimore.  (Adams  FH,  Emmanouilides  GC,  eds).  Williams  & Wilkins, 
1983,  p.  239. 

2.  Fowler  RS:  Terminal  QRS  conduction  delay  in  pulmonary 
stenosis  in  children.  Am  J.  Cardiol  21:669,  1968. 
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INSTRUCCIONES  PARA  LOS  AUTORES* 

El  Boletín  acepta  para  su  publicación  articules  relativos  a medicina  y cirugía  y las 
ciencias  afines.  Igualmejite  acepta  artículos  especiales  y correspondencia  que  pudiera 
ser  de  interés  general  para  la  profesión  médica. 

Se  urge  a los  autores  se  esfuercen  en  perseguir  claridad,  brevedad,  e ira  lo  pertinente 
en  sus  manuscritos  no  importa  el  tema  o formato  del  manuscrito. 

El  artículo,  si  se  aceptara,  será  con  la  condición  de  que  se  publicará  únicamente  en 
esta  revista. 

Para  facilitar  la  labor  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se  requiere  de 
los  autores  que  sigan  las  siguientes  instrucciones: 

Manuscrito 

El  manuscrito  completo,  incluyendo  las  leyendas  y referencias  deberán  estar 
escritos  en  maquinilla  a doble  espacio;  por  un  solo  lado  de  cada  página,  en 
TRIPLICADO  y con  amplio  margen.  En  página  separada  deberá  incluirse  lo 
siguiente:  titulo,  nombre  del  autor(es)  y su  grado  (ej:  MD,  FACP),  ciudad  donde  se 
hizo  el  trabajo,  el  hospital  o institución  académica,  patrocinadores  del  est  udio,  y si  un 
articulo  ha  sido  leído  en  alguna  reunión  o congreso,  así  debe  hacerse  constar  como  una 
nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve  introducción  en  la  cual  se  especifique  el 
propósito  del  mismo.  Las  secciones  principales  (como  por  ejemplo:  materiales  y 
métodos)  deben  identificarse  con  un  encabezamiento  en  letras  mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clínicos  o investigaciones  de 
laboratorio  deben  organizarse  bajo  los  siguientes  encabezamientos:  Introducción, 
Materiales  y Métodos,  Resultados,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimiento  y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la  siguiente 
forma:  Introducción,  Materiales  y Métodos  si  es  aplicable.  Observaciones  del  Caso, 
Discusión,  Resumen  (en  español  e inglés),  Reconocimientos  y Referencias. 

Nomenclatura 

Deben  usarse  los  nombres  genéricos  de  los  medicamentos.  Podrán  usarse  también 
los  nombres  comerciales,  entre  paréntesis,  si  así  se  desea.  Se  usará  con  preferencia  el 
sistema  métrico  de  pesos  y medidas. 

Tablas 

Las  tablas  deben  aparecer  en  hojas  separadas.  Estas  deben  incluir  el  titulo,  y el 
número  de  la  tabla  debe  estar  en  romano.  Los  símbolos  de  unidades  deben  limitarse  al 
encabezamiento  de  las  columnas.  Se  deben  omitir  líneas  verticales  y horizontales  en  la 
tabla.  Se  usará  en  las  tablas  el  mismo  idioma  en  el  cual  está  escrito  el  artículo.  Deben 
manuscrito. 

Ilustraciones 

Las  fotografías  y microfotografías  se  someterán  como  copias  en  papel  de  lustre,  sin 
montar  o en  transparencias.  En  el  reverso  de  la  figura  debe  aparecer  el  número  de  la 
figura  (arábigo)  y el  autor.  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición  del 
problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición  en  el 
texto.  Los  números  deben  aparecer  en  paréntesis  al  nivel  de  la  línea  u oración.  Al  final 
de  cada  artículo  las  referencias  deben  aparecer  en  el  orden  numérico  en  que  se  citan  en 
el  texto.  Deben  utilizarse  solamente  las  abreviaturas  para  títulos  de  revistas  científicas 
según  indicadas  en  el  “Cumulative  Index  Medicus”  que  publica  la  Asociación  Médica 
Americana.  Las  referencias  deben  seguir  el  patrón  que  se  describe  a continuación. 

1.  Para  artículos  de  revistas:  Apellido(s)  e iniciales  del  nombre  del  autor(es),  titulo 
del  artículo,  nombre  de  la  revista,  año,  volumen,  páginas.  Por  ejemplo: 

Villavicencio  R:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd  P Rico 

1981;  73:  479-87 

Si  hay  más  de  7 autores,  incluir  los  primeros  3 y añadir  et  al. 

2.  Para  citación  de  libros  donde  el  autor(es)  del  capítulo  citado  es  a su  vez  el  (los) 
editor) es):  Apellido(s)e  iniciales  del  autor(es),  título  del  libro,  número  de  edición, 
ciudad,  casa  editora,  año  y página.  Por  ejemplo: 

Keith  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood,  3d. 

Ed.,  New  York,  MacMillan,  1978:  789 

3.  Para  citación  de  libros  donde  el  editor) es)  no  es  el  autor(es)  del  capitulo  citado  se 
añade  el  autor(es)  del  capitulo  y el  título  del  mismo.  Por  ejemplo: 

Olley  PM:  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P Eds.  Heart 

disease  in  infancy  and  childhood,  3d  Ed.,  New  York,  MacMillan,  1978: 

275-301 

Cartas  al  Editor 

Se  publicarán  a discreción  de  la  Junta  Editora.  Deben  estar  escritas  en  maquinilla  a 
doble  espacio,  no  deben  ser  mayores  de  500  palabras,  ni  incluir  más  de  cinco  refencias. 

•Estas  “Instrucciones  para  los  Autores"  son  de  acuerdo  a las  normas  establecidas 
por  el  Comité  Internacional  de  Editores  de  Revistas  Médicas  en  sus  “Requisitos 
Uniformes  para  Manuscritos  Sometidos  a Revistas  Bio-Médicas”. 
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The  Boletín  will  accept  for  publication  contributions  relating  to  the  various  areas  of 
medicine,  surgery  and  allied  medical  sciences.  Special  articles  and  correspondence  on 
subjects  of  general  interest  to  physicians  will  also  be  accepted.  All  material  is  accepted 
with  the  understanding  that  it  is  to  be  published  solely  in  this  journal. 

All  authors  are  urged  to  seek  clarity,  brevity,  and  pertinence  in  the  manuscripts 
regardless  of  subject  or  format. 

In  order  to  facilitate  review  of  the  article  by  the  Editorial  Board  and  the  work  of  the 
printer,  the  authors  must  conform  with  the  following  instructions: 

Manuscripts 

The  entire  manuscript,  including  legends  and  references  should  be  typewritten 
double  spaced  in  TRIPLICATE  with  ample  margins.  A separate  title  page  should 
include  the  following:  title,  authors  and  their  degrees  (e.g.  MD,  FACP),  city  where  the 
work  was  done,  hospital  or  academic  institutions,  acknowledgement  of  financial 
sponsors,  and  if  the  paper  has  been  presented  at  a meeting  the  place  and  date  should  be 
given. 

The  manuscripts  should  start  with  a brief  introductory  paragraph  or  paragraphs 
which  should  state  its  purpose.  The  main  sections  (for  example.  Materials  and 
Methods)  should  be  identified  by  headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies  or  laboratory  investigation  should  be 
organized  under  the  following  headings:  Introduction,  Material  and  Methods,  Results 
if  indicated.  Discussion,  Summary  in  English  and  Spanish,  Acknowledgments  if  any, 
and  References. 

Nomenclature 

Generic  names  of  drugs  should  be  used;  trade  names  may  also  be  given  in 
parenthesis,  if  desired.  Metric  units  of  measurement  should  be  used  preferentially). 

Tables 

These  should  be  typed  on  separate  sheets  with  the  title  and  table  number  ( Roman) 
centered.  Symbol  for  units  should  be  confined  to  the  column  headings.  Vertical  and 
horizontal  lines  should  be  omitted.  The  language  used  in  the  tables  must  be  the  same  as 
that  of  the  article.  Include  only  those  tables  which  will  enhance  the  understanding  of 
the  article.  They  should  supplement,  not  duplicate  the  test. 

Figures 

Photographs  and  photomicrographs  should  be  submitted  as  glossy  prints, 
(unmounted)  or  slides.  They  should  be  labeled  in  the  back  with  the  name  of  the  authors 
and  figure  number  (Arabic)  and  the  top  should  be  indicated.  Legends  to  the  figures 
should  be  typed  on  a separate  sheet. 

Summary 

An  abstract  not  longer  than  150  words  should  accompany  all  articles.  It  must 
include  the  main  points  that  present  the  core  of  the  article  and  the  exposition  of  the 
problem,  method,  results,  and  conclusions. 

References 

These  should  be  numbered  serially  as  they  appear  in  the  text.  The  number  should  be 
enclosed  in  parenthesis  on  the  line  or  writing  and  not  as  superscript  numbers.  At  the 
end  of  the  article  references  should  be  listed  in  the  numerical  order  in  which  they  are 
first  cited  in  the  text.  The  titles  of  journals  should  be  abbreviated  according  to  the  style 
used  in  the  "Cumulative  Index  Medicus’’  published  by  the  American  Medical 
Association.  The  correct  forms  of  references  are  as  given  below; 

1.  For  periodicals:  Surname  and  initials  of  author(s),  title  of  article,  name  of 
journal,  year,  volume,  pages.  For  example; 

Villavicencio  R.:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd  P Rico 
1981;  73;  479-87 

If  there  are  more  than  7 authors  list  only  3 and  add  et  al. 

2.  For  books  when  the  authors  of  the  cited  chapter  is  at  the  same  time  the  editor: 
Surname  and  initials  of  author(s),  title,  edition,  city,  publishing  house,  year  and 
page.  For  example: 

Keith  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood,  3d 
Ed.,  New  York,  MacMillan,  1978;  789 

3.  For  chapter  in  book  when  the  author  of  the  chapter  is  not  one  of  the  editors: 

Olley  PM;  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P.  Eds.  Heart 
disease  in  infancy  and  childhood,  3d  Ed.  New  York,  MacMillan,  1978,  275- 
301 

Letters  to  the  Editor 

Will  be  published  at  the  discretion  of  the  Editorial  Board.  They  should  be 
typewritten  double-spaced,  should  not  exceed  500  words  nor  more  than  five 
references. 

♦The  above  "Instructions  to  Authors”  are  according  to  the  format  required  by  the 
International  Committee  of  Medical  Journal  Editors  in  its  “Uniform  Requirements 
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•Rapid  onset  of  sleep.^ 

•More  total  sleep  time  on  the  first 
3 nights  of  therapy 

•More  total  sleep  time  on  nights 
12  tol4  of  therapy.' 

•Continued  efficacy  for  at  least  28  nights.^ 

•Seldom  produces  morning  hangover.^ 

•Avoids  rebound  insomnia  when 
therapy  is  discontinued.' 
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Columna  del  Editor 


Este  número  vuelve  a ser  ejemplo  de  la  diversidad 
de  temas  que  venimos  ofreciendo  a nuestros  lec- 
tores mensualmente.  Como  podrán  ver,  se  cubren  entre 
otros,  temas  en  el  campo  de  la  Endocrinología  y 
Genética,  Cardiología,  Salud  Pública,  Psiquiatría, 
Psicología  y otros  más.  Siguen  las  secciones  fijas  de 
noticias  médicas,  resúmenes  de  la  literatura  y dos  cartas 
al  editor  de  gran  importancia  para  toda  la  clase  médica 
del  país. 

En  este  número  aparece  una  nueva  sección:  las 
Jornadas  Puertorriqueñas  de  Cardiología.  Esta  actividad 
didáctica  se  comenzó  hace  3 años  con  carácter  mensual  y 
auspiciada  por  la  División  de  Educación  Médica  Conti- 
nuada de  la  Escuela  de  Medicina  de  la  Universidad  de 
Puerto  Rico.  Luego  de  varios  meses  de  receso  las  mismas 
se  reanudaron  en  febrero  pasado  y sus  organizadores  ven 
con  gran  optimismo  el  poder  seguir  ofreciéndolas  en  los 
sucesivo.  Para  ello  han  logrado  compromisos  con  los 
diferentes  centros  de  enseñanza  de  Cardiología  del  país, 
asegurando  la  participación  de  sus  facultades.  A muchos 
compañeros  de  ciudades  distantes  al  área  metropolitana 
les  resulta  difícil  trasladarse  de  noche  para  asistir  a estas 
charlas  y por  ello  la  Junta  Editora  aceptó  la  propuesta  de 
reproducirlas  en  el  Boletín.  Estas  deben  seguir  las  normas 
recomendadas  en  las  Instrucciones  a los  Autores  y ser 
aprobadas  por  la  Junta.  La  primera  de  este  nuevo  ciclo 
tocó  a este  servidor.  Está  redactada  de  una  forma  muy 
sencilla  y creo  que  su  contenido  va  a ser  de  utilidad  para 
todos  aquellos  que  participan  en  el  cuidado  médico  de 
nuestros  niños. 

Lanzamos  un  llamado  a las  otras  especialidades  mé- 
dicas para  que  hagan  lo  mismo.  Los  miembros  de  la 
Junta  Editora  están  dispuestos  a cooperar  con  el  fin  de 
que  actividades  similares  puedan  ser  adaptadas  para  su 
publicación  en  el  Boletín.  Ya  la  Cardiología  ha  tomado  la 
iniciativa,  queremos  que  las  demás  especialidades  nos 
sigan. 


Rafael  Villavicencio,  M.D,.  FACC 

Presidente  Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
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NUESTRA  PORTADA: 

Balaustres  y Amapola.  Acrílico  de  20  x 24  del  artista  puertorriqueño 
Jaime  L.  del  Valle.  El  pintor  nació  en  San  Juan  de  Puerto  Rico  en  el  año 
1932.  Se  graduó  de  la  Escuela  Superior  Central  y pasó  al  Colegio  de 
Agricultura  y Artes  Mecánicas  de  Mayagüez  donde  obtiene  un 
Bachillerato  en  Ingeniería  Civil. 

Sus  primeros  pasos  hacia  la  pintura  fueron  a los  12  años  de  edad  en  la 
Escuela  Labra  de  Santurce.  Desde  entonces  continua  tomando  cursos 
de  arte  y pintura  en  la  Universidad  de  Puerto  Rico.  Allí  ha  estado  bajo 
la  infuencia  de  diversos  maestros  puertorriqueños  y extranjeros. 

Sus  obras  han  figurado  en  múltiples  exposiciones  en  lugares  como  el 
Museo  de  Arte  de  Ponce,  el  Colegio  de  Ingenieros;  Colegio  de  Aboga- 
dos y las  principales  galerías  locales. 

En  la  obra  que  aparece  en  la  portada  del  Valle  manifiesta  una  vez  más 
su  habilidad  de  resaltara  la  mirada,  pero  de  hondas  implicaciones  histó- 
ricas y sentimentales.  Son  restos  de  una  época  pasada  que  en  su  pintura 
el  artista  quiere  eternizar.  Abunda  en  sus  obras  motivos,  escenas  y de 
talleres  del  Viejo  San  Juan,  en  su  opinión  “la  ciudad  más  bella  del 
hemisferio”. 

La  reproducción  de  la  obra  en  la  portada  de  nuestro  Boletín  ha  sido 
posible  gracias  a la  gentileza  del  autor  y a la  acostumbrada  cooperación 
del  Sr.  Andrés  Marrero,  propietario  del  laller-Galería  André  en  el 
Condominio  El  Centro  de  Hato  Rey.  Allí  se  encuentran  expuestas  esta  y 
otras  pinturas  del  artista. 
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Inmunoprofilaxis  Activa 
y Pasiva  para  ia 
Hepatitis  Tipo  B 


Entre  los  muchos  beneficios  que  se  han  obtenido 
luego  del  descubrimiento  del  antígeno  de  super- 
ficie de  la  Hepatitis  B (HBsAG)  se  encuentra  uno  de 
suma  importancia  y de  impacto  en  la  salud  de  la 
comunidad,  éste  es,  el  desarrollo  de  una  inmunopro- 
filáxis  activa  y pasiva  específica  de  la  hepatitis  tipo  B. 
Este  avance  tiene  mayor  significado  si  tomamos  en  consi- 
deración las  circunstancias  en  que  se  ha  hecho  el  mismo. 
Debemos  recordar  que  al  presente  el  virus  de  la  Hepatitis 
B (HBV)  no  se  ha  podido  propagar  en  el  laboratorio  en 
cultivo  de  células,  un  requisito  importante  para  el 
desarrollo  de  cualquier  vacuna.  Por  fortuna,  debido  a 
una  propiedad  biológica  única  del  HBV,  en  los  estados  de 
infección  crónica,  éste  produce  grandes  cantidades  de 
partículas  antigénicas  de  superficie  no  infectivas  que 
permiten  la  manufactura  de  una  vacuna  sumamente 
efectiva. 

Luego  de  revisar  los  estudios  más  recientes  sobre  este 
tema,  el  Centro  para  el  Control  de  Enfermedades  (CDC) 
en  Atlanta,  recomienda  lo  siguiente  con  relación  a la 
inmunoprofiláxis  pasiva.  Se  pueden  dividir  los  casos  en 
dos  categorías  grandes  a saber;  los  casos  de  profiláxis  de 
pre-exposición  y los  casos  de  profiláxis  luego  de  exposi- 
ción al  virus.  Los  casos  de  pre-exposición  usualmente  los 
vemos  en  las  unidades  de  hemodiálisis  y en  las  institu- 
ciones de  enfermos  mentales  donde  tanto  el  personal 
como  los  pacientes  están  en  los  riesgos  más  altos  de 
contraer  la  enfermedad.  No  se  recomienda  en  estos  casos 
la  inmunoprofiláxis  de  rutina  y sí  cuando  ocurran  brotes 
epidémicos  de  hepatitis  B a la  población  mencionada.  En 
estos  casos  se  recomienda  el  uso  de  inmunoglobulina  (IG) 
aunque  hay  que  reconocer  que  su  uso  irá  disminuyendo 
paulatinamente  si  los  programas  de  vacunación  que  al 
presente  se  están  desarrollando  en  la  población  más  a 
riesgo  tienen  éxito. 

La  vacuna  de  Hepatitis  B al  presente  no  se  recomienda 
para  profiláxis  de  post-exposición  luego  de  pincharse  con 
agujas  o contacto  íntimo  con  pacientes  con  Hepatitis  B 
aguda  debido  a que  no  hay  data  suficiente  de  su  efectivi- 
dad en  esas  situaciones.  En  esos  casos  se  recomienda  la 


inmunoglobulina  de  Hepatitis  B.  Sin  embargo,  la  vacuna 
de  Hepatitis  B está  indicada  como  una  medida  adyuvante 
en  pacientes  de  post-exposición  en  alto  riesgo  de  desa- 
rrollar la  enfermedad.  Pues  la  inmunoglobulina  de 
Hepatitis  B no  interfiere  con  la  respuesta  de  anticuerpo  a 
la  vacuna  de  Hepatitis  B.  La  vacuna  es  inefectiva  en 
“carriers”  crónicos  del  antígeno  de  superficie  B y no  es 
necesaria  en  personas  con  anticuerpos  al  antígeno  B de 
infección  previa. 

En  los  Estados  Unidos,  la  vacuna  de  Hepatitis  tipo  B es 
manufacturada  por  los  laboratorios  Merck  Sharp  & 
Dohme  bajo  el  nombre  comercial  de  Heptavax  B.  El 
costo  de  producción  de  la  misma  es  alto  y por  lo  tanto 
resulta  ser  una  vacuna  sumamente  cara.  Lo  efectivo  de  la 
vacuna  induciendo  inmunidad  varía  en  las  series  repor- 
tadas, luego  de  una  tercera  dosis,  entre  85-95%.  Este 
anticuerpo  específico  persiste  por  lo  menos  3 años.  Los 
títulos  disminuyen  gradualmente,  a través  del  tiempo.  En 
este  momento  todavía  se  desconoce  la  duración  de  los 
niveles  de  anticuerpo  protectores  y la  necesidad  de  dosis 
subsiguientes  pero  se  cree  que  se  requieran  dosis  subsi- 
guientes alrededor  de  5 años  luego  de  la  administración 
de  la  primera  dosis.  La  respuesta  varía  según  la  edad  de 
los  pacientes,  siendo  los  niños  los  que  más  vigorosamente 
responden  a la  misma  y los  envejecientes  y personas  con 
problemas  de  inmunidad,  los  menos  que  tienen  respuesta 
efectiva.  Debido  a los  altos  costos  de  la  vacuna,  reciente- 
mente se  ha  sugerido  que  se  debe  hacer  algún  tipo  de 
discernimiento  para  identificar  aquellos  pacientes  que  no 
necesitan  la  vacuna  porque  tienen  inmunidad  al  virus  de 
Hepatitis  B. 

De  acuerdo  a las  últimas  recomendaciones  del  Centro 
para  el  Control  de  Enfermedades  (CDC)  deben  recibir  la 
vacuna  las  siguientes  personas; 

Trabajadores  en  el  campo  de  la  salud 

Empleados  de  hospitales 

Pacientes  y empleados  de  instituciones  para  pacientes 
mentalmente  impedidos 

Pacientes  de  unidades  de  hemodiálisis 
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Homosexuales 
Pacientes  adictos  a drogas 

Pacientes  que  reciben  transfusiones  de  sangre  fre- 
cuentemente o productos  sanguíneos 
Contactos  sexuales  de  los  “carriers”  de  HBV. 
Poblaciones  especiales  con  un  riesgo  más  alto  que  la 
población  en  general  por  ej.:  esquimales  e inmigran- 
tes de  regiones  de  alto  riesgo  en  Asia  y Africa 
Miembros  a largo  plazo  de  una  población  penal 
Infantes  nacidos  de  madres  seropositivas  al  antígeno 
de  superficie  B (HB^AG) 

No  hay  reacciones  serias,  inmediatas  o de  largo  tér- 
mino conocidas  en  la  vacuna.  Aproximadamente  un  10% 
de  las  personas  vacunadas  reportan  picor  o enrojeci- 
miento de  la  piel  en  el  área  de  inyección.  No  se  ha  demos- 
trado ningún  caso  de  Hepatitis  B o de  Hepatitis  No  B 
transmitido  por  la  vacuna.  No  hay  evidencia  que  la  inci- 
dencia del  síndrome  de  inmunodeficiencia  adquirida  sea 
más  alta  en  los  que  reciben  la  vacuna  de  Hepatitis  B que 
en  los  que  no  la  reciben.  No  existe  data  adecuada  que 
hable  de  la  seguridad  de  la  vacuna  para  un  feto,  pero  el 
embarazo  no  es  contraindicación  para  el  uso  de  la  vacuna 
cuando  hay  indicaciones  claras  para  ésta. 

Es,  por  lo  tanto,  evidente  que  inicialmente  con  el  uso  de 
inmunglobulina  y ahora  con  la  aparición  de  una  vacuna 
eficiente  contra  el  virus  de  Hepatitis  B se  han  hecho  los 
primeros  avances  para  el  inicio  de  la  eliminación  de  la 
Hepatitis  B,  uno  de  los  problemas  mayores  de  salud. 


Myriam  Vicéns,  M.D. 

Instituto  de  Gastroenterología 
Hato  Rey,  Puerto  Rico 
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Seguros  de  Servido  de  Salud  de  Puerto  Rico,  Inc. 


Con  Triple-S 
nohaynadk 


No  tienes  que  ser  parte 
de  un  grupo  para  que  tú 
y tu  familia  se  unan  a 
Triple-S,  puedes  hacerlo  por 
PAGO  DIRECTO. 


que  este  solo. 


Para  disfrutar  de  los 
servicios  de  Friple-S, 
no  es  requisito 
pertenecer  a un  grupo 
asegurado.  Nuestro 
sistema  de  PAGO 
DIRECTO  le  permite  unirse  a la  gente 
segura  que,  año  tras  año,  reciben  lo 
mejor  de  nosotros:  los  servicios  de  Triple-S, 
con  la  tarjeta  que  le  abre  las  puertas  a: 


• La  mayoría  de  los  médicos  y dentistas 
de  Puerto  Rico 

• Todos  los  hospitales  de  Puerto  Rico 

• Laboratorios  / Salas  de  Emergencia 
Llámanos,  queremos  protegerte: 

• En  San  Juan:  764-1960/  753-7550 

• En  Ponce:  843-2055 

• En  Mayagüez:  833-4933 

Te  enviaremos  a vuelta  de  correo 
los  blancos  de  solicitud. 


25  años  cuidando 
tu  mayor  tesoro... 
la  salud. 


Triple-S  te  da  seguridad. 

Miembro  Blue  Shield  Association 


Jomadas 

Puertorriqueñas 
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Factores  de  Riesgo  Coronario 
en  ia  Edad  Pediátrica 


En  la  práctica  de  la  Pediatría  es  un  hecho  reconocido 
que  los  eventos  que  ocurren  desde  el  nacimiento  a la 
adolescencia  proveen  el  patrón  para  el  estado  de  salud  del 
adulto. ' Al  promover  la  buena  salud  se  mejora  ese  patrón 
por  lo  que  la  prevención  de  enfermedades  se  convierte  en 
un  factor  de  alta  prioridad  en  el  cuidado  médico  de  los 
niños. 

En  las  últimas  dos  décadas  hemos  reconocido  el  rol  que 
tenemos  que  desempeñar  en  la  prevención  de  la 
ateroesclerosis  y la  enfermedad  coronaria.  En  los  Estados 
Unidos  de  Norteamérica  la  arterioesclerosis  y sus 
complicaciones  son  hoy  en  día  las  causas  principales  de 
muerte.  Se  estima  que  uno  de  cada  5 niños  varones 
norteamericanos  desarrollará  enfermedad  coronaria 
antes  de  los  60  años  de  edad.^ 

De  estudios  poblacionales  hemos  podido  conocer  la 
existencia  de  c\erio^  factores  de  riesgo  los  cuales  están 
estrechamente  relacionados  con  la  enfermedad  cardíaca 
en  el  adulto.^  La  presencia  de  un  factor  de  riesgo  en 
particular  no  implica  que  sea  un  agente  causal  de 
ateroesclerosis,  pero  por  su  presencia  o ausencia  se 
alteran  las  probabilidades  de  desarrollar  arterioescle- 
rosis, cualquiera  que  sea  su  etiología.  En  algunos,  estos 
factores  de  riesgos  están  presentes  desde  la  edad 
pediátrica.  Los  factores  de  riesgos  principales  son: 

— Hipercolesierolemia 
— Hipertensión  arterial 
— Fumar  cigarrillos 

Hay  otros  factores  de  riesgo  relacionados  en  menor 
grado  con  el  proceso  ateroesclerótico  que  son:  la  obesi- 
dad, la  vida  sedentaria,  el  historial  familiar  de 
enfermedad  coronaria,  la  diabetes  mellitus  y ciertos  /Vi  - 
toreó' psicosociales.  Algunos  de  estos  factores  de  riesgo  no 
pueden  ser  alterados  ni  modificados  pero  pueden  ser 
reconocidos  (historial  familiar  de  enfermedad  cardíaca), 
otros  como  el  colesterol  elevado,  la  hipertensión  arterial, 

Jonuiila  Pucnornqucña  itc  t 'ai  iliolofíiu  clccItiaJa  el  JV  íIc  /chrcro  etc 
IVH4  en  el  llnlel  C arihe  llillon,  San  Juan.  I’tierln  Kieo. 


Rafael  Villavicencio,  M.D.,  F.A.C.C. 

el  fumar,  la  diabetes,  obesidad  y vida  sedentaria  pueden 
ser  alterados  y modificados.  Hay  evidencia  en  el  sentido 
de  que  la  prevención  o modificación  de  estos  factores 
puede  reducir  el  riesgo  de  la  enfermedad  coronaria. 

Es  significativo  el  hecho  de  que  en  combinación  estos 
factores  tienen  un  efecto  aditivo.  Por  ejemplo:  la 
combinación  de  hipercolesterolemia,  hipertensión 
arterial  y fumar  aumenta  ocho  veces  la  incidencia  de 
enfermedad  isquémica  cardíaca  sobre  aquellos  con 
ninguno  de  estos  factores  presentes.  Así  mismo  esta 
incidencia  es  5 veces  mayor  que  aquellos  con  un  solo 
factor  de  riesgo  y IVi  veces  más  que  en  los  que  poseen 
dos  factores  de  riesgo. 

El  propósito  de  esta  Jornada  es  alertar  a los  médicos 
que  trabajan  con  niños  sobre  la  existencia  de  estos 
factores  de  riesgo  en  la  edad  pediátrica,  informarles  lo 
que  se  sabe  de  ellos  y qué  podemos  hacer  para  modificar 
estos  factores  que  atentan  contra  su  salud  cardiovascular 
al  llegar  a adultos. 

FACTORES  DE  RIESGO 
1 Hipercolesterolemia 

Es  uno  de  los  factores  más  importantes  para  anticipar 
el  desarrollo  de  la  enfermedad  coronaria.  En  la  mayor 
parte  de  las  áreas  del  mundo  donde  hay  una  incidencia 
baja  de  enfermedad  coronaria  en  el  adulto  los  niveles 
séricos  promedio  de  colesterol  en  niños  oscilan  entre  100 
y 150  mg/dl.  Estos  comparan  con  niveles  promedio  de 
150  a 200  mg/dl  en  los  jóvenes  de  poblaciones  donde 
existe  una  incidencia  elevada  de  enfermedad  coronaria  en 
el  adulto. 

Niveles  promedio  de  colesterol  total  de  150-180  mg/dl 
en  el  adulto  están  relacionados  con  incidencia  baja  de 
enfermedad  coronaria  y niveles  entre  120  y 160  mg/dl  en 
niños  son  necesarios  para  obtener  los  niveles  óptimos 
deseados  en  la  población  adulta."* 

Los  niveles  de  colesterol  sérico  en  las  personas  vienen 
determinados  por  varios  factores  que  están 
correlacionados  principalmente  por  alteraciones 
genéticas  metabólicas  y por  la  respuesta  al  colesterol  y las 
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grasas  saturadas  en  la  dieta.  Hay  diferencias  individuales 
en  cuanto  a la  dominancia  de  estos  dos  factores  las  cuales 
afectan  la  respuesta  del  colesterol  sérico  a la  restricción 
de  éste  y de  las  grasas  saturadas  en  la  dieta.  En  aquellos 
donde  hay  una  anomalía  genética  metabólica  como 
factor  dominante  no  es  posible  reducir  el  colesterol  sérico 
a los  niveles  deseados  con  control  dietético  solamente. 

Los  factores  que  determinan  los  niveles  séricos  de 
colesterol  no  se  han  podido  identificar  aunque  se 
reconoce  la  existencia  de  una  estrecha  relación  entre  el 
colesterol  en  la  dieta,  sus  niveles  plasmáticos  y la 
prevalencia  de  arterioesclerosis. 

A)  Patogénesis  de  la  Ateroesclerosis 

La  evidencia  existente  indica  que  la  ateroesclerosis 
comienza  silentemente  en  la  niñez  y que  las  lesiones 
progresan  por  varias  etapas  antes  de  manifestarse  clínica- 
mente en  la  vida  adulta.  El  material  de  autopsias  recogido 
por  el  Proyecto  Internacional  de  Ateroesclerosis^  junto 
con  los  resultados  de  autopsias  efectuadas  a reclutas 
jóvenes  muertos  en  combate  durante  la  guerra  de  Corea  y 
el  conflicto  de  Viet  Nam  dejan  poca  duda  en  cuanto  al 
comienzo  temprano  del  proceso  ateroesclerótico.^  ^ 

Colocando  lesiones  típicas  de  la  íntima  arterial  en 
secuencia  de  acuerdo  a la  edad,  los  patólogos  han 
desarrollado  un  concepto  de  la  patogénesis  de  la  ateroes- 
clerosis. En  la  figura  1 se  ilustra  diagramáticamente  la 
historia  natural  de  la  ateroesclerosis. 


FIGURA  1 
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Fig.  1 : .Secuencia  de  eventos  en  la  ateroesclerosis.  En  la  niñez  las  arterias 
están  intactas,  luego  se  desarrolla  la  línea  grasa  (aún  reversible  el 
proceso).  Si  la  condición  es  progresiva  puede  sobrevenir  la  obstrucción 
completa  ocasionando  infarto  de  miocardio,  trombosis  cerebral; 
gangrena  o aneurisma. 


La  linea  grasa  (“fatty  streak”)  representa  la  lesión 
ateroesclerótica  más  temprana  que  puede  identificarse  en 
el  sistema  vascular.  Recientemente  los  investigadores 
japoneses  han  descrito  la  arruga  arterial  (“arterial 
wrinkle”)  en  la  íntima  de  las  arterias  postulando  que  ésta 
puede  ser  la  lesión  inicial  del  proceso  ateroesclerótico. 
Estas  arrugas  han  sido  identificadas  en  las  arterias  de 
neonatos  e infantes.*  Las  líneas  grasas  son  focales,  lisas  y 
precursoras  de  la  placa  fibrosa  (“fibrous  plaque”).  En  la 
placa  fibrosa  ocurre  una  elevación  de  la  íntima  por 
producción  de  fibras  de  colágeno,  hiperplasia  de  la 
íntima  y acumulación  de  lípidos.  Estas  alteraciones  se 
perpetúan  ocasionando  cambios  inflamatorios  y 
cicatriciales  resultando  en  la  formación  de  la  placa 
ateroesclerótica.  La  placa  fibrosa  también  puede  vascula- 
rizarse  y sufrir  hemorragias  o ulcerarse  y cubrirse  por  un 
trombo.  Su  crecimiento  puede  ocasionar  una  oclusión 
del  lumen  arterial  de  manera  que  el  flujo  sanguíneo 
resulta  inadecuado  para  la  nutrición  tisular.  Esta  etapa  se 
conoce  como  el  período  obstructivo. 

Podemos  llegar  a las  siguientes  conclusiones  con 
relación  a la  patogénesis  del  proceso  ateroesclerótico: 

— Las  líneas  grasas  comienzan  en  la  niñez  y las  líneas 
grasas  coronarias  comienzan  a formarse  en  la  ado- 
lescencia. 

— Las  líneas  grasas  aórticas  están  presentes  práctica- 
mente en  todos  los  individuos  de  las  poblaciones 
humanas  estudiadas. 

— La  línea  grasa  es  clínicamente  inofensiva  y poten- 
cialmente reversible. 

— La  ateroesclerosis  coronaria  varía  con  la  edad,  el 
sexo,  la  localización  geográfica  y la  raza. 

— Estudios  de  autopsias  han  provisto  evidencia  rela- 
cionando los  factores  de  riesgo  coronarios  a la 
lesión  ateroesclerótica  de  por  sí. 

B)  Lípidos  y Lipoproteínas  Séricas  en  Niños 

Aunque  reconocemos  la  influencia  multifactorial,  la 
asociación  de  niveles  elevados  de  lípidos  séricos  con  la 
probabilidad  de  enfermedad  ateroesclerótica  ha  quedado 
establecida. 

Los  principales  lípidos  plasmáticos  son  los 
triglicéridos,  el  colesterol  libre,  los  fosfolípidos  y los 
ácidos  grasos  libres.  Con  la  excepción  de  los  ácidos 
grasos  libres  que  están  unidos  a la  albúmina,  los  lípidos 
plasmáticos  circulan  unidos  a proteínas  específicas 
formando  complejos  macromoleculares  conocidos  como 
lipoproteínas.  Por  sus  variadas  propiedades  físicas  y 
químicas  éstas  se  clasifican  de  acuerdo  a su  migración  en 
el  papel  de  electrofóresis  y a su  ultracentrifugación  en 
(ver  tabla  I): 

quilomicrones  - son  partículas  exógenas  de  trigli- 
céridos (98%)  y proteínas. 

¡3  - lipoproteínas  o LDL 
pre  )3-  lipoproteínas  o VLDL 
a - lipoproteínas  o HDL 

Alfa  lipoproteínas  (HDL)  - contenido  bajo  en  coleste- 
rol (18%)  y mayor  contenido  de  fofolípidos.  Se  le 
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TABLA  I 

CLASIFICACION  Y COMPOSICION  DE  LAS  LIPOPROTEINAS 

Motilidad 


electroforétíca 

Ultracentrifugado 

Proteína 

Triglicérido 

Colesterol 

Fosfolípido 

Quilomicrones 

2% 

98% 

Beta 

LDL* 

21% 

12% 

45% 

22% 

Pre-beta 

VLDL* 

10% 

55% 

13% 

22% 

Alfa 

HDL* 

50% 

6% 

18% 

26% 

LDL  - “low  density  lipoprotein”  VLDL  - “very  low  density  lipoprotein”  - HDL  - “high  density  lipoprotein” 


conoce  como  el  factor  de  riesgo  negativo  pues  se  le 
atribuye  un  efecto  antiaterogenético  protector. 
Niveles  elevados  de  HDL  conllevan  un  riesgo  menor 
de  ateroesclerosis  y son  usualmente  altos  en  la 
población  pediátrica.  Los  niveles  de  HDL  son 
sensitivos  a ciertos  factores  como  las  dietas  ricas  en 
grasas  saturadas,  el  fumar,  la  vida  sedentaria  y los 
medicamentos  contraceptivos.  Se  dice  que  estos 
factores  disminuyen  los  niveles  de  HDL.  Es  por  ello 
que  las  variaciones  en  la  relación  plasmática 
(colesterol/  HDL)  pueden  utilizarse  como  índice  de  la 
efectividad  del  ejercicio,  del  éxito  en  las  medidas 
dietéticas  y del  beneficio  de  abstinencia  al  uso  del 
cigarrillo. 

(i  - lipoproíeinas  o LDL  - es  la  facción  de  mayor  conte- 
nido de  colesterol  (45%)  y sus  niveles  guardan  relación 
directa  con  el  proceso  ateroesclerótico  acelerado  y con 
el  riesgo  de  enfermedad  coronaria. 

Pre-fi  - lipoproíeinas  o VLDL  - son  las  principales 
transportadoras  del  triglicérido  endógeno  (±55%). 
Relacionadas  en  menor  grado  con  el  proceso  ateroes- 
clerótico y el  riesgo  coronario. 

C)  Niveles  de  Lípidos  y Lipoproteínas  en  Niños 

Hasta  hace  poco  no  existía  una  standardización 


adecuada  de  estos  niveles,  en  números  significativos, 
para  niños  de  diferentes  edades  y grupos  étnicos.  Con  la 
información  generada  por  los  estudios  epidemiológicos 
del  Lipid  Research  Clinics  y del  Centro  Especializado 
para  Investigación  de  Ateroesclerosis  en  poblaciones 
pediátricas  bien  definidas  en  Bogalusa,  La.,  Muscatine, 
lowa  y Rochester,  Minnesota,  se  ha  logrado  obtener 
información  sobre  la  distribución  de  los  niveles  lípidos  en 
la  población  pediátrica.’  ” " Los  niveles  lípidos  de  un 
niño  pueden  ser  evaluados  ahora  de  una  forma  seriada  de 
acuerdo  a las  percentilas  para  su  edad.  (Tabla  II). 

La  distribución  fraccionada  del  colesterol  sérico  en  las 
diferentes  clases  de  lipoproteínas  indica  que  el  colesterol 
desde  el  período  neonatal  hasta  la  adolescencia  se  distri- 
buye predominantemente  entre  las  a y )3  lipoproteínas 
(fig.  2).  En  niños  no  es  raro  encontrar  un  colesterol  total 
normal  pero  unas  y3-lipoproteínas  elevadas  o un 
colesterol  total  elevado  con  )3-lipoproteínas  normales. 
Esto  es  debido  a la  prevalencia  de  niveles  altos  de  a-lipo- 
proteínas  en  niños.  Obviamente  la  determinación  sérica 
de  las  lipoproteínas  en  forma  individual  (en  lugar  de  sólo 
el  colesterol  total)  es  mandatorio  para  poder  observar  de 
una  forma  más  efectiva  a los  niños  con  relación  al  riesgo 
de  ateroesclerosis  en  ellos.  En  la  población  pediátrica  al 
igual  que  en  los  adultos  los  niveles  séricos  de  a-lipopro- 
teínas  son  inversamente  proporcionales  a los  de  las  lipo- 
proteínas )3  y pre-)3. 


TABLA  II 


NIVELES  SERICOS  DE  LIPIDOS  Y 
LIPROPROTEINAS  EN  NIÑOS 
Estudio  de  Bogalusa,  Louisiana’*’ 


Colesterol  lípoprotéico 


N 

Colesterol 

N 

Trigliceridos 

1 

Pre-P 

a 

Neonatos** 

419 

68  (42-103) 

419 

34  (14-84 

29  (17-50) 

2 (1-12) 

35  (13-60) 

Infantes 

6 meses 

312 

132  (89-185) 

260 

80  (45-169) 

73  (40-111) 

9 (1-25) 

51  (23-88) 

1 año 

291 

145  (99-193) 

249 

73  (42-158) 

81  (49-121) 

7 (2-25) 

51  (22-81) 

Children 

2-14  años 

4140 

162  (122-213) 

3838 

60  (34-124) 

87  (57-130) 

6(1-21) 

67  (32-102) 

* Lstos  vaktres 

representan  los 

niveles  promedio. 

Las  cilras  en 

paréntesis  representan 

las  percentilas  5 

y 95. 

**  Muestras  de  eordón  umbilical. 
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Fig.  2:  Distribución  fraccionada  del  colesterol  lipotroteico  en  niños. 
De:  Strong,  W.B.:  Atherosclerosis:  Its  Pediatric  Aspects.  Gruñe  and 
Stratton,  1978;  p.  93. 

El  cernimiento  de  rutina  de  lípidos  séricos  en  niños  y en 
comunidades  no  se  recomienda.'  Sin  embargo  se  reco- 
mienda hacerlo  en  niños  con;  historial  familiar  de  infarto 
de  miocardio  prematuro  (antes  de  los  60  años  de  edad), 
de  hiperlipidemia  y de  hipertensión.  Si  un  niño  de  una 
familia  de  alto  riesgo  tiene  dos  determinaciones  de 
colesterol  sérico  total  elevado  deben  hacerse 
determinaciones  fraccionadas  de  lipoproteínas  para  ver 
la  distribución  de  ese  colesterol  entre  las  diferentes  frac- 
ciones lipoproteínas. 

Es  importante  recordar  que  los  niveles  de  colesterol  en 
la  edad  pediátrica  son  extremadamente  lábiles.  Algunos 
casos  con  niveles  iniciales  sobre  la  percentila  95  (230 
mg/dl)  al  año  siguiente  eran  70%  menores  sin  interven- 
ción alguna."' 

D)  Factores  que  Afectan  los  Niveles  de 
Lipoproteínas  Plasmáticas 

Siendo  el  transporte  de  lípidos  por  las  lipoproteínas  un 
proceso  metabólico  complejo,  los  niveles  de  éstas  pueden 
ser  afectados  de  diferentes  maneras.  Factores  genéticos  y 
ambientales  ayudan  a determinar  las  concentraciones  de 
estas  lipoproteínas  en  el  suero.  Las  variaciones  que 
encontramos  en  las  diferentes  poblaciones,  aún  en  aque- 
llas expuestas  a los  mismos  factores  ambientales  indican 
que  la  etiología  de  la  hipo  o hiperlipoproteinemia  está 
sujeta  a múltiples  factores  determinantes.  Excepto  por 
los  hallazgos  de  algunos  estudios  genéticos  y dietéticos 
poco  se  sabe  con  relación  a lo  que  influencia  los  niveles 
séricos  de  lípidos  y lipoproteínas  en  los  niños.  Menciona- 
remos brevemente  aquellos  que  se  conoce,  tienen  alguna 
influencia. 

1)  Genética 

La  investigación  con  relación  a la  herencia  de  los 
niveles  de  lípidos  y lipoproteínas  se  ha  centralizado 


en  las  observaciones  del  metabolismo  lípido  que 
ocasionan  niveles  anormalmente  altos  o bajos.  Las 
más  conocidas  son  la  hipercolesterolemia  familiar 
tipo  //  que  se  transmite  de  una  forma  autosómica 
dominante  con  hiper  /3-lipoproteinemia.'-  La 
hiperlipoproteinemia  tipo  IV  conlleva  una  fracción 
pre-y3  lipoproteíca  elevada  y se  asocia  frecuente- 
mente con  hipoglucemia  y obesidad.  Sin  embargo 
estas  condiciones  extremas  no  explican  el  rol  de  los 
genes  en  la  regulación  del  espectro  completo  de 
lípidos  y lipoproteínas. 

Se  ha  logrado  comprobar  una  agregación  de 
estos  niveles  entre  hermanos  aunque  se  ignora  si 
ésta  es  debida  a genes  o a factores  ambientales 
comunes. 

2)  Edad 

Como  podemos  ver  en  la  figura  2 en  el  primer  año 
de  vida  hay  un  ascenso  dramático  en  el  nivel  de 
lípidos  y lipoproteínas  (de  70  mg/dl  al  nacer  hasta 
155  mg/dl  a los  3 años)  y se  mantiene  estable  hasta 
la  adolescencia.  De  ahí  en  adelante  el  colesterol 
aumenta  a razón  de  2.2  mg/  año  hasta  los  30  años  de 
edad.  Con  respecto  a las  diferentes  fracciones  lipo- 
proteícas  se  observa  que  los  niveles  de  yS-lipopro- 
teínas  siguen  el  mismo  patrón  que  el  colesterol  total 
y la  pre-/8-lipoproteína  varía  según  lo  hagan  los 
triglicéridos.  Los  niveles  absolutos  de  a-lipopro- 
teína  se  duplican  desde  el  nacimiento  hasta  la  edad 
escolar  y permanecen  estables  hasta  los  14  años.'^ 

Comparados  con  el  adulto,  los  niños  tienen 
niveles  más  bajos  de  colesterol  total,  triglicéridos, 
)3  y pre-/3  lipoproteínas  pero  unas  concentraciones 
mayores  de  a-lipoproteínas 

3)  Sexo 

En  las  niñas  hay  niveles  más  altos  de  triglicéridos 
y pre-/3  lipoproteínas  que  en  los  varones  aunque  los 
niveles  de  colesterol  total  y a-lipoproteínas  perma- 
necen iguales.  Lo  contrario  ocurre  en  la  mujer  pre- 
menopáusica  en  relación  con  el  hombre. 

4)  Raza 

En  los  niños  de  la  raza  negra  hay  niveles  de  coles- 
terol más  altos  y triglicéridos  más  bajos  que  en  los 
de  raza  blanca.  Los  niños  de  raza  negra  tienen  unos 
niveles  de  /8-lipoproteínas  más  o menos  iguales  que 
los  de  raza  blanca,  niveles  18%  menores  de  pre-/3 
lipoproteínas  y niveles  de  a-lipoproteínas  14%  más 
altos  que  los  de  raza  blanca.  Este  nivel  mayor  de  a- 
lipoproteínas  es  el  responsable  de  la  diferencia 
racial  que  se  observa  con  relación  al  colesterol 
total.’ 

5)  Dieta 

La  dieta  constituye  uno  de  los  factores 
principales  que  determinan  los  niveles  lípidos  y 
lipoproteicos  en  la  edad  pediátrica.'®  " Contrario  a 
la  herencia,  edad,  y sexo  la  dieta  puede  modificarse 
por  lo  que  ha  recibido  gran  atención.  Además  de  la 
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síntesis  endógena,  los  lípidos  plasmáticos  vienen 
determinados  por  los  niveles  dietéticos  de  grasas, 
carbohidratos,  proteínas  y colesterol. 

Varios  estudios  en  adultos  han  demostrado  que 
aún  en  la  misma  población  los  componentes  de  la 
dieta  pueden  explicar  muy  poco  de  la  variabilidad 
observada  en  los  niveles  de  lípidos  séricos."',  ",  " 
Sin  embargo  cuando  se  hacen  modificaciones  indi- 
viduales en  la  dieta  las  concentraciones  séricas  de 
lípidos  se  reducen.  Ejemplo  de  esto  es  un  estudio 
realizado  en  una  escuela  de  adolescentes  internos 
donde  los  niveles  de  colesterol  se  redujeron  en  un 
15%  luego  de  modificar  las  comidas  que  servían. 

El  rol  de  la  dieta  en  los  factores  de  riesgo  será 
presentado  con  más  detalles  al  discutir  la  modifi- 
cación de  estos  factores  de  riesgo. 

6)  Hábito  Corporal 

El  sobrepeso  y la  obesidad  son  factores  asociados 
con  la  ingestión  excesiva  de  calorías  y la  elevación 
de  ciertos  lípidos  y fracciones  lipoproteícas. 
Estudios  han  revelado  que  los  niños  obesos  tienden 
a tener  niveles  más  altos  de  /?  y pre-/?  lipoproteínas  y 
de  triglicéridos  así  como  niveles  más  bajos  de  a- 
lipoproteínas  que  los  niños  delgados.^  En  los  niños 
obesos  de  raza  blanca  el  colesterol  total  también 
tiende  a estar  elevado. 

7)  Estados  Patológicos 

La  diabetes  mellitus,  el  hipo  e hipertiroidismo,  el 
síndrome  nefrótico,  la  obstrucción  biliar,  pancrea- 
titis, y la  disglobulinemia  ocasionan  alteraciones  en 
el  nivel  de  lipoproteínas.  En  presencia  de  ellos  las 
alteraciones  en  las  lipoproteínas  deben  conside- 
rarse como  trastornos  secundarios. 

8)  Otros  Factores 

Tales  como  la  personalidad,  el  “stress”,  el  fumar 
y el  uso  de  medicamentos  contraceptivos  se  consi- 
deran como  factores  determinantes  de  los  niveles 
lipoproteícos  en  el  adulto.  En  la  población  pediá- 
trica la  influencia  de  estos  factores  sobre  los  lípidos 
séricos  necesita  más  investigación. 

La  prevalencia  de  la  ateroesclerosis  es  de  tal  magnitud 
en  nuestra  población  que  la  atención  debe  desviarse  a la 
edad  pediátrica  en  un  esfuerzo  para  lograr  su  prevención 
primaria. 

II)  Hipertensión  Arterial 

La  hipertensión  arterial  es  un  reconocido  factor  de 
riesgo  de  enfermedad  coronaria  en  el  adulto.  Las 
presiones  arteriales  en  niños  se  han  descrito  en  varios 
estudios  que  han  provisto  la  base  para  desarrollar  los 
standards  de  presión  arterial  en  la  edad  pediátrica."’  " 
(Ver  figuras  3 y 4) 

La  presión  arterial  es  una  medida  lábil  en  la  niñez  y se 
observa  una  gran  variabilidad  aún  en  la  misma  persona 
por  lo  que  una  lectura  elevada  aislada  no  necesariamente 
indica  la  presencia  de  hipertensión  arterial.  Es  por  ello 


Figura  3:  VARONES 


EDAD  (AÑOS) 


Figura  4:  NINAS 


EDAD  (AÑOS) 
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que  se  neeesitan  llevar  a cabo  medidas  repetidas  usando 
técnicas  y equipo  adecuado  para  poder  evaluar  de  forma 
confiable  la  presión  arterial  del  niño. 

En  el  estudio  de  Muscatine,  lowa'^se  evaluó  la  presión 
arterial  de  6,622  pre-escolares  y se  encontró  que  13%  de 
ellos  tenían  presión  arterial  sobre  la  percentila  95  para 
edad  (mayor  de  140  mm  Hg  sistólica  o de  90mm  Hg 
diastólica).  Al  repetirle  la  toma  de  presión  arterial  menos 
de  1%  tenían  hipertensión  persistente  y un  50%  de  estos 
últimos  eran  obesos.  El  50%  restante  demostraron  una 
gran  variedad  de  causas  primarias  como:  coartación  de  la 
aorta,  estenosis  de  la  arteria  renal,  enfermedad  renal, 
contraceptivos  orales,  e hipertensión  esencial.  Con  ello 
podemos  ver  que  la  hipertensión  esencial  fija  es  un  evento 
raro  en  la  edad  pediátrica  y se  necesita  de  evaluaciones 
repetidas  para  identificar  a niños  con  hipertensión 
arterial  persistente.  Es  por  eso  conveniente  mantener 
bajo  vigilancia  a aquellos  niños  con  hipertensión  lábil. 

El  estudio  de  Framingham^  ha  demostrado  que  un  epi- 
sodio de  elevación  casual  de  la  presión  arterial  en  el 
adulto  está  relacionado  con  eventos  coronarios  en  el 
futuro.  El  significado  de  la  elevación  casual  de  la  presión 
arterial  en  niños  (hipertensión  lábil)  se  desconoce. 

111)  Hábito  de  Fumar 

La  relación  entre  el  hábito  de  fumar  y la  enfermedad 
coronaria  ha  quedado  establecida. Se  ha  demostrado 
que  el  consumo  de  20  o más  cigarrillos  por  día  aumenta  el 
riesgo  de  infarto  del  miocardio  tres  veces  más  que  en  el 
no-fumador.  Tanto  la  cantidad  de  cigarrillos  como  el 
tiempo  que  se  lleve  fumando  están  directamente 
relacionados  al  riesgo  ateroesclerótico  y coronario. 

Estudios  en  humanos  y animales  sugieren  que  el  fumar 
contribuye  al  desarrollo  de  ateroesclerosis  por  uno  o más 
mecanismos: 

— liberación  de  catecolaminas  aumentando  el  trabajo 
cardíaco  y el  consumo  de  oxígeno  del  miocardio. 

— disminuyendo  la  extracción  coronaria  de  oxígeno. 

— elevando  los  niveles  sanguíneos  de  carboxihe- 
moglobina. 

— posiblemente  alterando  la  adhesibilidad  plaque- 
quetaria. 

El  primero  y el  último  parecen  ser  efectos  de  la  nicotina 
absorbida,  estos  son  importantes  en  la  manifestación 
aguda  y muerte  súbita  de  la  enfermedad  coronaria 
obstructiva  pero  son  de  menor  importancia  para  el 
desarrollo  de  la  ateroesclerosis.'^  Los  niveles  elevados  de 
carboxihemoglobina  reducen  el  nivel  de  hemoglobina 
disponible  para  el  transporte  de  oxígeno  creando  hipo- 
xemia,  disminuyendo  la  extracción  coronaria  de  oxígeno 
hasta  en  un  30%  y puede  que  tenga  un  efecto  directo 
tóxico  sobre  el  endotelio  arterial.  Se  ha  demostrado  el  rol 
aterogenético  de  la  hipoxemia  en  estudio  animales. 

El  hábito  de  fumar  va  en  aumento  entre  la  población 
escolar  particularmente  en  las  niñas.  El  hábito  comienza 
en  números  sustanciales  entre  los  12  y 14  años  de  edad  y 
alcanza  proporciones  epidémicas  entre  los  17  y 18  años. 
Se  ha  demostrado  que  las  mujeres  que  fuman  y a la  vez 
usan  contraceptivos  orales  tienen  un  riesgo  aún  mayor  de 
desarrollar  enfermedad  coronaria. 


Es  también  importante  señalar  el  efecto  adverso  que 
ocasiona  el  cigarrillo  en  los  fetos  de  madres  fumadoras. 

En  estudios  realizados  por  la  Dra.  Inger  Asmussen  de 
Dinamarca,  y reportados  en  1978  en  el  Simposio  Interna- 
cional para  la  Prevención  de  Ateroesclerosis  e Hiper- 
tensión en  la  Infancia,  ella  demostró  que  en  la  arteria  y 
vena  umbilical  así  como  en  los  vasos  de  las  vellosidades 
placentarias,  el  daño  severo  a la  pared  vascular  estaba 
asociado  al  hábito  materno  de  fumar  durante  el 
embarazo.  Estas  alteraciones  del  sistema  vascular  fetal 
no  estaban  presentes  en  los  niños  de  madres  no- 
fumadoras. 

Ella  encontró  que  las  células  endoteliales  de  la 
superficie  interna  de  los  vasos  umbilicales  normalmente 
se  agrupan  longitudinalmente,  formando  un  patrón 
regular  y uniforme.  En  las  arterias  umbilicales  de  niños 
de  madres  fumadoras  esta  uniformidad  se  pierde,  adqui- 
riendo un  patrón  irregular,  “adoquinado”.  Estos  cambios 
en  la  íntima  del  vaso  son  idénticos  a aquellos  producidos 
por  la  ateroesclerosis  inducida  en  el  animal  experimental. 

El  intercambio  de  gases  y metabolitos  entre  la  madre  y 
el  feto  se  lleva  a cabo  a través  de  la  barrera  placentaria 
que  consiste  de  las  diferentes  capas  de  las  vellosidades  de 
la  placenta.  En  los  niños  de  madres  fumadoras  se 
encontró  una  membrana  basal  ensanchada,  multilaminar 
ocasionando  un  aumento  en  la  barrera  placentaria  que 
afecta  el  proceso  de  intercambio  gaseoso  y nutrición 
entre  la  circulación  materna  y la  fetal. 

La  severidad  de  estos  cambios  está  relacionada  a la 
dosis  de  cigarrillos  maternos.  Si  cambios  similares 
ocurren  los  otros  vasos  sanguíneos  del  neonato  puede 
que  den  lugar  a secuelas  más  tarde. 

Se  encontró  además  en  los  niños  de  madres  fumadoras: 

— un  peso  al  nacer  10%  menor  que  el  de  los  controles 

— peso  placentario  20%  menor  que  las  de  los  con- 
troles 

— disminución  en  la  vascularidad  placentaria 

Una  placenta  más  pequeña  y menos  vascularizada 
explica  el  porqué  estos  niños  tienen  un  peso  menor  al 
nacer. 

Sabemos  que  para  intentar  evitar  la  arterioesclerosis 
en  el  adulto  la  modificación  y prevención  de  los  factores 
de  riesgo  debe  comenzarse  desde  la  infancia.  Sin 
embargo,  con  relación  a los  efectos  del  fumar  esta  preven- 
ción debe  comenzar  en  la  vida  fetal.  Se  debe  por  lo  tanto 
abogar  activamente  para  que  las  mujeres  embarazadas  se 
abstengan  de  fumar. 

IV)  Obesidad 

La  obesidad  de  por  sí  no  constituye  un  factor  de  riesgo 
en  el  niño,  sin  embargo  está  estrechamente  asociada  con 
la  hipertensión,  hiperlipidemia  y diabetes  mellitus  en  el 
adulto.'’  El  niño  obeso  tiene  mayor  probabilidad  de 
convertirse  en  adulto  obeso  y por  consiguiente  mayor 
riesgo  de  desarrollar  enfermedad  cardíaca  o diabetes 
mellitus,  o ambos.  El  rol  de  la  obesidad  en  los  niños  con 
hipertensión  leve  (presión  arterial  sistólica  o diastólica  en 
la  percentila  95)  quedó  demostrado  en  el  estudio  de 
Muscatine. 

El  término  obesidad  se  refiere  a un  aumento  en  la  grasa 
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corporal  mientras  que  sobrepeso  se  refiere  al  exceso  en 
peso  corporal  relativo  a los  standards  para  estatura. 
Hasta  que  no  se  desarrolle  un  método  práctico  para 
medir  la  grasa  corporal  una  definición  aceptable  de 
obesidad  en  niños  es  un  peso  relativo  (la  relación  del  peso 
actual  al  peso  esperado  de  acuerdo  a su  estatura,  edad  y 
sexo)  de  120%  o mayor  y un  grosor  del  pliegue  cutáneo 
del  triceps  sobre  la  percentila  90.' 

La  prevención  de  la  obesidad  ayudará  a minimizar 
algunas  de  las  condiciones  mencionadas  que  pueden 
aumentar  el  riesgo  coronario. 

V)  Historial  Familiar 

Los  individuos  con  historial  familiar  de  muerte 
coronaria  prematura  tienen  de  por  sí  un  riesgo  mayor.  La 
probabilidad  de  hipercolesterolemia  e hipertensión 
arterial  es  mayor  en  ellos.  En  los  hijos  de  varones  con 
historial  de  infarto  miocárdico  prematuro  la 
probabilidad  de  niveles  de  colesterol  sérico  sobre 
230mg/dl  es  3.5  veces  mayor  que  en  aquellos  donde  no 
hay  ese  historial  familiar. 

VI)  Vida  Sedentaria 

El  estudio  de  Framingham  midió  la  diferencia  en  el 
nivel  de  actividad  independientemente  de  los  otros 
factores  de  riesgo  coronario  y encontró  una  asociación  de 
mayor  incidencia  de  enfermedad  isquémica  del 
miocardio  en  los  hombres  de  vida  más  sedentaria.^ 
También  hay  evidencia  de  que  los  hombres  más 
vigorosos  tienen  una  mortalidad  más  baja  tras  el  infarto 
de  miocardio  que  los  de  hábito  sedentario.  Estas 
observaciones  sugieren  que  el  ejercicio  regular  promueve 
el  buen  condicionamiento  cardiopulmonar,  se  asocia  con 
cuerpos  delgados  y con  niveles  elevados  de  HDL.  El 
ejercicio  regular  también  fomenta  el  concepto  de  auto 
respeto  hacia  el  cuerpo,  evita  el  hábito  de  fumar,  la 
obesidad  e imparte  sensación  de  bienestar.  El  hábito  del 
ejercicio  debe  establecerse  en  la  edad  pediátrica  y 
mantenerse  durante  la  vida  adulta. 

Vil)  Factores  Psícosociales 

La  idea  de  una  relación  entre  las  diferentes 
personalidades  y la  enfermedad  coronaria  fue 
popularizada  por  el  “Western  Collaborative  Group 
Study”  en  1966.2'  En  este  estudio  prospectivo  se 
dividieron  los  varones  de  39  a 49  años  de  edad  en  dos 
tipos  de  personalidades.  Los  de  tipo  A eran  de  compor- 
tamiento competitivo,  compulsivos,  con  sentido 
exagerado  de  límites  de  tiempo,  etc.  Los  de 
comportamiento  tipo  B eran  todo  lo  contrario.  Se 
encontró  que  los  hombres  de  personalidad  tipo  A 
tenían  una  incidencia  de  enfermedad  isquémica 
miocárdica  6 veces  mayor  que  los  del  tipo  B. 

VIII)  Diabetes  IMellitus 

Los  diabéticos  tienen  una  incidencia  de  infarto  del 
miocardio  dos  veces  mayor  que  los  no-diabéticos, 
sucediendo  lo  mismo  con  la  hipertensión  arterial. En 
ellos  hay  una  movilización  excesiva  de  ácidos  grasos  y 


aumento  en  los  triglicéridos.  La  diabetes  mellitus  se  sabe 
que  acelera  el  proceso  ateroesclerótico. 

Modificación  de  Factores 
de  Riesgo  Coronario 

Durante  la  edad  pediátrica  la  manifestación  clínica  de 
la  enfermedad  arterioesclerótica  del  corazón  no  es  un 
problema  manifiesto.  El  enfoque  terapéutico  a esa  edad 
vá  por  lo  tanto  dirigido  más  bien  a la  prevención  de  la 
enfermedad  que  al  tratamiento  de  sus  manifestaciones 
clínicas.  A continuación  las  medidas  que  el  médico  puede 
tomar  para  prevenir,  retrasar  o tratar  farmacológica- 
mente la  ateroesclerosis  y los  factores  de  riesgo  de  enfer- 
medad coronaria. 

A)  Dieta 

Los  dos  principales  factores  de  riesgo  de  enfermedad 
coronaria,  la  hipercolesterolemia  y la  hipertensión,  están 
relacionados  con  la  dieta.  Se  sabe  de  tres  factores 
dietéticos  involucrados  en  la  enfermedad  coronaria. 
Estos  son  la  ingesta  excesiva  de; 

— Alimentos  de  alto  contenido  calórico 

— Sal 

— Grasas  saturadas  y colesterol 

La  típica  dieta  norteamericana  provee  cerca  de  1 50  mg 
de  colesterol  diarios  con  40%  de  todas  las  calorías 
derivadas  de  la  grasa.  Evitando  la  ingestión  de  alimentos 
ricos  en  colesterol  y grasas  saturadas  se  logra  reducir  el 
colesterol  diario  a 400-500  mg  con  35%  de  calorías  de  la 
grasa.  Esto  se  puede  lograr  eliminando  la  yema  de  huevo, 
mantequilla,  manteca  y carnes  grasas  de  la  dieta 
utilizando  en  su  lugar  margarina,  aceite  vegetal  y leche 
descremada. 

El  próximo  paso  es  disminuir  la  cantidad  de  carnes  (a  8 
oz/día),  grasas  y derivados  lácteos  diarios.  Con  esto  el 
colesterol  total  diario  se  espera  disminuya  a 250  mg 
diarios  y las  calorías  grasas  a menos  de  30%.  La  dieta 
definitiva  debe  proveer  para  un  consumo  de  carne  diario 
no  mayor  de  4 oz/día  con  énfasis  en  aves  y pescados, 
aumentando  el  consumo  de  granos,  vegetales  y fibras  en 
este  período.  Esta  dieta  final  representa  una  ingesta  de 
colesterol  de  100-150  mg  diarios;  20%  de  calorías  grasas 
con  una  razón  poli-insaturadas  a saturadas  de  1.5:1;  65% 
de  calorías  de  carbohidratos  y 15%  de  proteínas.  Recetas 
de  estas  dietas  pueden  obtenerse  de  la  Asociación  Puerto- 
rriqueña del  Corazón. 

Las  sociedades  Mediterráneas  y Orientales  han 
subsistido  por  siglos  con  dietas  bajas  en  colesterol  y 
grasas  saturadas  sin  efectos  adversos.  Si  en  norteamérica 
puede  hacerse  lo  mismo  manteniendo  a la  vez  los  princi- 
pios de  una  buena  nutrición  se  desconoce.  Los  cambios 
drásticos  en  la  dieta  pueden  estimular  el  uso  indiscrimi- 
nado de  sustitutos  dietéticos  con  el  riesgo  de  alterar  el 
balance  de  vitaminas,  minerales  y otros  elementos  funda- 
mentales de  la  dieta  exponiéndose  a las  complicaciones 
que  esto  conllevaría. 22 

En  los  infantes  sólo  basta  utilizar  en  los  primeros  6 
meses  fórmulas  comerciales  ricas  en  ácidos  grasos  poli- 
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insaturados  y de  colesterol  bajo.  Luego  de  los  6 meses  de 
edad  se  añaden  sólidos  de  contenido  bajo  en  colesterol. 22 

B)  Tratamiento  Médico 

Algunos  niños  hipercolesterolémicos  tienen  una  res- 
puesta inadecuada  a las  modificaciones  dietéticas,  los 
cuales  por  lo  regular  tienen  hipercolesterolemia  severa  y 
requieren  en  adición  tratamiento  médico.  Los  medica- 
mentos más  utilizados  para  disminuir  el  colesterol 
plasmático  son  aquellos  que  actúan  interfiriendo  la 
absorción  de  ácidos  biliares  (colestiramina  y colestepol)  y 
los  que  alteran  la  producción  de  lipoproteínas  (probucol, 
clofíbrate,  ácido  nicotínico).  Aquellos  que  bloquean  la 
síntesis  de  colesterol  han  resultado  muy  tóxicos  para 
usarlos. 

En  estos  casos  el  uso  de  medicamentos  al  igual  que  la 
dieta  debe  continuarse  indefinidamente  para  lograr 
mantener  un  nivel  de  colesterol  reducido.  El  tratamiento 
médico  no  está  Justificado  en  niños  cuyo  colesterol  sérico 
sea  consistentemente  menor  de  250  mg/dl.^^ 

A continuación  algunas  características  de  estos 
medicamentos; 

— Colestiramina  (Questran);  es  una  resina  que  no  se 
absorbe  en  el  tracto  gastrointestinal  y se  acopla 
fuertemente  a los  ácidos  biliares  eliminándolos  en 
las  heces.  Puede  ocasionar  constipación. 

— Colestepol  (Colestid);  acción  similar  a colesti- 
ramina. 

— Probucol  (Lorelco);  en  estudio  reciente  logró  una 
reducción  promedio  de  12%  del  colesterol  plasmá- 
tico sin  afectar  los  niveles  de  triglicéridos.^'» 

— Clofíbrate  (Atromid-S);  más  efectivo  en  la  reduc- 
ción de  niveles  de  VLDL  que  de  LDL.  Uso  mayor 
en  casos  de  triglicéridos  altos  que  en  los  de  hiperco- 
lesterolemia. Su  uso  en  niños  es  limitado. 

— Acido  Nicotínico  (Nicolar;  Nico-400);  es  uno  de 
los  componentes  de  la  dieta  pero  en  dosis  de  800  a 
1500  mg/día  en  adultos  suprime  los  niveles  sanguí- 
neos de  LDL.  Efectos  secundarios  severos;  altera- 
ción de  función  hepática,  daño  hepático,  hiperuri- 
cemia.  Su  uso  en  pediatría  está  limitado  a la  hiper- 
lipoproteína  familiar  homocigótica. 

— Acido  Paraamino  salicílico-C:  es  efectivo  en  la 
reducción  del  colesterol  sérico.  Disponible  sólo 
como  droga  investigacional  para  el  tratamiento  de 
hipercolesterolemia. 

En  la  tabla  III  se  resume  la  acción  a seguir  para  la 
prevención  y el  manejo  de  niños  con  lípidos  plasmáticos 
elevados. 

El  que  la  arterioesclerosis  pueda  evitarse  alterando  los 
niveles  de  colesterol  queda  por  establecerse.  Sin  embargo 
la  intervención  en  estos  niveles  desde  la  infancia  a la  vida 
adulta  parece  ser  un  enfoque  lógico  del  problema. 

C)  Hipertensión  Arterial 

Como  mencionamos  previamente  la  prevención  y 
corrección  de  la  obesidad  en  la  edad  pediátrica  presenta 
un  gran  potencial  para  la  prevención  de  la  hipertensión 
en  el  adulto. 


TABLA  III 


COLESTEROL  SERICO 

Niños  con  historial 

familiar  de:  Acción  a seguir: 

1)  Determinar  colesterol  sérico  x 3.  Si 
está  en  o sobre  percentila  95,  medir 
fracciones  lipoprotéicas 

2)  Colesterol  total  en  padres  y sus  hijos 

3)  Presión  arterial  a toda  la  familia 

4)  Dieta  baja  en  grasas  saturadas  y 
colesterol 

a)  < 300  mg  colesterol/ día 

b)  35%  calorías  totales  grasas/ día 

- 10%  saturadas  y 10%  poli- 
insaturadas 

- el  resto  en  monosaturadas 

5)  Descontinuar  contraceptivos  orales 

6)  Reducir  calorías  en  dieta  si  hay  obe- 
sidad 

7)  Si  no  hay  respuesta  en  la  dieta:  refe- 
rir a especialista 

Niños  saludables  I)  Medir  niveles  de  colesterol  en  aque- 

llos de  familia  de  alto  riesgo 
2)  Presión  arterial  anual  y control  de 
obesidad 

3)  Dieta  balanceada 

Numerosos  estudios  epidemiológicos  y en  animales 
han  demostrado  que  el  consumo  elevado  de  sal  en  la  dieta 
está  asociado  con  un  riesgo  elevado  de  hipertensión.  El 
consumo  diario  de  sal  en  la  dieta  no  debe  ser  mayor  de  5 
gm/día. 

Las  acciones  preventivas  en  la  identificación  y manejo 
de  niños  con  hipertensión  leve  así  como  en  los  hiperten- 
sión definitiva  se  resumen  en  la  tabla  IV.  Cabe  destacar 
que  la  determinación  de  la  presión  arterial  debe  ser  man- 
datoria  en  todo  examen  físico  pediátrico  y en  todo  niño 
mayor  de  3 años  debe  ser  tomada  anualmente.  Aquellos 
casos  con  hipertensión  lábil  así  como  en  los  que  se  ha 
demostrado  hipertensión  en  alguna  ocasión  necesitan  de 
vigilancia  continuada. 


TABLA  IV 


PRESION  ARTERIAL 

Criterios 

Acción  a tomar 

Hipertensión  definitiva 

1.  Evaluación  médica  por  etapas 

( 160,  95  mmHg  x 3) 

2.  Descartar  hipertensión  secundaria 

Hipertensión  leve 

1)  Urinalisis,  BUN,  creatinina 

( 140  90  mmHg  x 3) 

2)  Tratamiento  obesidad 

3)  Reducir  ingesta  de  sal 

4)  Aumentar  actividad  física 

5)  Descontinuar  contraceptivos  orales 

6)  Descontinuar  uso  de  alcohol 

7)  Evaluaciones  continuas 

D)  Obesidad 

La  prevención  de  la  obesidad  no  sólo  es  beneficiosa  en 
términos  de  que  representa  un  mejor  estado  de  salud  en 
general  sino  que  tiene  un  efecto  psicosocial  positivo  muy 
beneficioso  para  el  niño.  Hay  evidencia  de  que  la 
obesidad  tiene  sus  orígenes  en  la  niñez  y que  la  obesidad 
en  el  adolescente  le  sigue  hasta  la  vida  adulta.  Si  la 
obesidad  infantil  resultará  en  obesidad  más  tarde,  aún  no 


-Hiperlipidemia 

-Muerte  cardiaca  prematura 

-Hipertensión 
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se  sabe.  El  esquema  para  la  identificación  y manejo  del 
niño  obeso  se  resume  en  la  tabla  V. 


TABLA  V 


OBESIDAD 

Criterios 

Acción 

1.  Peso  sobre  el  120% 

1) 

Restringir  calorías  lo  necesario  para 

del  deseado  para 

evitar  aumento  excesivo  de  peso  du- 

estatura  y edad 

rante  el  período  de  crecimiento 

2.  Grosor  del  pliegue 

2) 

Restringir  calorías  para  llegar  al  peso 

cutáneo  del  triceps 

normal  luego  de  finalizar  el  crecimiento 

sobre  la  percentila  90 

0 estimado  visual  de 

esqueletal 

obesidad 

3) 

Desarrollar  hábitos  para  aumentar  la 
actividad  física 

E)  Fumar 

El  fumar  es  perjudicial  a la  salud  en  muchas  formas. 
Juega  un  papel  importante  en  cáncer  de  pulmón, 
enfisema  y enfermedad  coronaria.  A pesar  de  todos  los 
esfuerzos  los  adolescentes  siguen  fumando  cada  día  más. 
Se  ha  encontrado  que  la  edad  más  susceptible  para  empe- 
zar a fumar  es  en  la  escuela  intermedia  (12-14  años),  las 
fuentes  primarias  de  influencia  fueron  los  compañeros, 
los  padres  y los  medios  publicitarios. ^ 

El  comportamiento  de  padres,  maestros  y 
profesionales  de  la  salud  es  muy  admirado  por  los  niños. 
Estas  personas  están  en  una  posición  muy  favorable  para 
influenciar  las  actitudes  de  estos  niños  dando  el  ejemplo 
de  no  fumar. 

F)  Ejercicio 

Establecer  el  hábito  del  ejercicio  regular  en  la  niñez  es 
algo  muy  apropiado  y casi  siempre  conduce  a la 
continuación  de  ese  hábito  en  la  vida  adulta.  Se  debe 
fomentar  el  tipo  de  ejercicio  que  el  niño  disfrute  (cami- 
nar, trotar,  bailar,  nadar,  correr  bicicleta  y el  tennis)  de 
manera  que  sea  fácil  continuarlo  cuando  sea  adulto. 

El  ejercicio  es  de  gran  importancia  en  la  prevención  y 
manejo  de  la  obesidad. 

CONCLUSIONES 

1.  La  ateroesclerosis  y sus  complicaciones  son  hoy 
en  día  las  causas  principales  de  muerte  en  la  mayoría 
de  los  países  industrializados. 

2.  Hay  evidencia  abundante  señalando  que  el  proceso 
ateroesclerótico  tiene  sus  comienzos  en  la  niñez,  que 
sigue  un  curso  progresivo  en  las  primeras  tres  décadas 
de  vida  y que  luego  conduce  a complicaciones 
isquémicas  y obstructivas. 

3.  Los  factores  de  riesgo  de  enfermedad  coronaria  son 
identificables  en  los  niños,  lo  que  nos  permite 
interferir  coVi  el  curso  progresivo  del  proceso  y en 
ocasiones  modificarlo. 

4.  La  supervisión  continua  de  niños  con  estos  factores  de 
riesgo  ayudará  a esclarecer  la  relación  entre  ellos  y el 
desarrollo  de  la  enfermedad  coronaria  en  el  adulto. 

5.  La  prevención  primaria  de  estos  factores  de  riesgo 
debe  comenzar  en  la  edad  pediátrica  y es  responsabili- 
dad del  pediatra  lograrlo. 
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What  can  you  do  for 
hypertensives  like  Janet  M? 


Patient  description 
is  a hypothetical 
composite  based 
on  clinical  experi- 
ence and  evaluation 
of  data. 


“Scared”  of  doctors 

But  insurance  physical 
reveals  a diastolic  of 
104  mmHg. 


>• 


Career  woman 

At  her  peak  at 
50... no  room  in 
her  busy  schedule 
for  a complicated 
regimen. 


Eats  out 

Will  try  from  now 
on  to  select  dishes 
with  fewer  calories. 


Childhood  asthmatic 

Hasn’t  wheezed  in 
forty  years. 


Rely  on  one-tablet-a-day 
dosage  and  cardioselectivity. 


<< 


Lessens  risk  of  bronchospasm 

Propranolol  use  has  been  associated  with  bronchospasm 
even  in  patients  with  no  history  of  wheezing  or  dyspnea® 
Unlike  propranolol,  TENORMIN  exerts  a preferential  effect 
on  cardiac  (/?,)  receptors  rather  than  on  bronchial  or 
peripheral  (^2)  receptors!*  Although  this  preference  is  not 
absolute,  wheezing  and  shortness  of  breath  seldom  occur. 


See  following  page  for  brief  summary 
of  prescribing  information. 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen  cou- 
pled with  a low  incidence  of  side  effects®  with 
TENORMIN  provided  an  excellent  degree  of 
compliance.  Only  1 5%  of  the  patients  in  the 
evaluation  reported  adverse  reactions  of 
any  kind,  and  only  7.5%  discontinued 
therapy.' 


Real  life”  efficacy 

Janet  M represents  4,533  women  age  40  to  55  treated 
effectively  in  the  28-day  TENORMIN  evaluation  of  39,745 
hypertensives  of  all  types.  The  setting  for  the  evaluation  was 
real  life— the  daily  practices  of  9,500  U.S.  physicians.' 


Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy  and 
safety  of  TENORMIN  had  already  been  established  world- 
wide by  hundreds  of  published  clinical  studies  and  more 
than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data  were 
analyzed  for  variables  such  as  sex,  age,  race,  and  weight,  a 
large  majority  of  patients  in  each  group  achieved  satisfac- 
tory blood  pressure  control.' 

Of  all  controlled  cases,  an  impressive  95%  reported 
feeling  well,  an  important  consideration  in  hypertension 
management.® 


For  Janet  M...and  virtually 
all  your  hypertensive  patients 


Tchormin 

(arenolol) 


STUART  PHARMACEUTICALS 


For  Janet  M... 
and  virtually 
all  your 
hypertensive 


patients 


(atenolol) 


TENORMIN"  (atenolol) 

A beta, -selective  blocking  agent  for  hypertension 


DESCRIPTION:  TENORMIN"  (atenolol),  a synthetic,  betai-selective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide, 
4-[2'-hydroxy-3'-[{1-methylethyl)  ammo]  propoxy]-  Atenolol  (free  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26  5 mg/ ml  at  37°C  and 
a log  partition  coefficient  (octanol /water)  of  0 23  It  is  freely  soluble  in  IN  HCI  (300mg/ml  at25°C) 
and  less  soluble  in  chloroform  (3  mg /ml  at  25  °C). 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
Ihiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  cohtraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS), 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure.  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can.  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic.  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certaih  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and.  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician's  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta, -stimulating  agent  (bronchodilator)  made  avaiiable.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receplor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V ) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and.  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidehce  of  hypotehsioh  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 

Should  It  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clohidine 

Carcinogenesis,  Mutagenesis,  Impairment  ol  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  monfhs)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 monfhs) 
mouse  sfudy,  each  employing  dose  levels  as  high  as  300  mg /kg /day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studiessupport  this  finding 

Fertilily  of  male  or  female  rafs  (evalualed  at  dose  levels  as  high  as  200  mg  / kg  / day  or  1 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 


Animal  Toxicology:  Chro.nic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuc^ 
lation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (stading  at  15  mg/kg/day  or  7 5 times  the  maximum  recommended! 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but  ‘ 
not  150  mg  atenolol /kg /day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo /fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg /kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg  / kg  or  1 2, 5 times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well -controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  fhe 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies).  The  reported  frequency  ol  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effecls  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S studies  (volunteered  side  effects)  and  then  trom  both  U.S  and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0  5%).  postural  hypotension 
(2%-1%).  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (4%-l%),  vertigo  (2%-0,5%). 
Iight-headedness  (1%-0%),  tiredness  (0  6%-0  5%),  fatigue  (3%-1%).  lethargy  (1%-0%).  drowsi- 
ness (0  6%-0%),  depression  (0  6%-0  5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1  %) 

RESPIRATORY  (See  WARNINGS)  wheeziness  {0%-0%),  dyspnea  (0  6%-1  %) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (12%-5%).  postural  hypotension 
(4%-5%).  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (13%-6%),  vertigo  (2%-0,2%), 
lighl-headedness  (3%-0  7%),  tiredness  {26%-13%).  fatigue  (6%-5%),  lethargy  (3%-0  7%). 
drowsiness  (2%-0  5%),  depression  {12%-9%).  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%).  nausea  (3%-1  %) 

RESPIRATORY  (see  WARNINGS),  wheeziness  (3%-3%),  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effecls  of 
TENORMIN  (afenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances. hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia,  Peyronie's  disease,  erythematous  rash,  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Eurthermore,  a number  ot  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage ot  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypolensiot^ 
bronchospasm,  and  hypoglycemia 

In  the  case  ol  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  trom  the  general  circulation  by  hemodialysis.  In  addi- 
tion to  gastric  lavage,  the  followihg  therapeutic  measufes  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  TTiird  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  too  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyldopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  ot  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml /min /I  73  m' (normal  range  is  100-150  ml /min  - 1 73  m’).  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Flall-life 

(ml 'min /I  73  m')  (hrs)  Maximum  Dosag^ 

15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  dt 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoaled,  while  tablets  witt 
Stuart  embossed  on  one  side  and  NDC  No  1 05  embossed  on  the  other  side  are  supplied  in 
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Gigantismo  Cerebrai  (Síndrome  Sotos) 
en  Siete  Niños  Puertorriqueños 
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Resumen:  Cinco  varones  y dos  hembras  con  el 

Síndrome  Sotos  (Gigantismo  Cerebral)  fueron  evaluados 
en  nuestra  clínica  de  Genética  Médica.  Estudios  hormo- 
nales descartaron  etiologías  endocrinas,  en  especial  las 
relacionadas  a problemas  en  la  secreción  de  la  hormona 
de  crecimiento.  Incluimos  los  criterios  clínicos  necesarios 
para  identificar  estos  pacientes  en  nuestro  medio.  Se  hizo 
referencia  especial  a la  importancia  del  seguimiento,  para 
descartar  neoplasias  asociadas  y diabetes  mellitus.  Se 
hace  imperativo  el  estudio  detallado  del  familigrama, 
para  la  detección  de  otros  casos,  ante  la  posibilidad  cada 
vez  mayor  de  herencia  autosómica  dominante  en  este 
síndrome. 

En  1964,  Sotos  y sus  colaboradores  describieron 
cinco  casos  de  lo  que  consideraron  un  nuevo  sín- 
drome, gigantismo  cerebral.'  Estos  niños,  tres  varones  y 
dos  hembras,  presentaban  un  crecimiento  somático  y 
edad  ósea  también  acelerada.  La  apariencia  facial  era  en 
ellos  característica,  llamando  la  atención  su  dolicoce- 
falia,  hipertelorismo,  incurvación  antimongoloide  de  la 
hendidura  palpebral  y manos  y pies  grandes  con 
aumentos  en  la  medida  de  envergadura.  Cuatro  de  ellos 
eran  retardados  y muy  torpes. 

Es  nuestro  propósito  presentar  siete  casos  del 
síndrome  y recalcar  el  diagnóstico  clínico  que  puede 
hacer  más  fácil  la  identificación  de  casos  en  la  práctica 
pediátrica. 

Presentación  de  Casos 
Caso  1 

JR,  varón  visto  por  vez  primera  en  nuestra  clínica  a la 
edad  de  10  años,  para  evaluar  su  facies  dismórfica  y su 
retardación  mental.  Nació  a término  de  un  embarazo 
complicado  con  sangramiento  vaginal  durante  el 
segundo  mes.  Aunque  pesó  1320  g su  madre  consideró 
que  había  sido  un  bebé  más  largo  que  sus  tres  hermanos. 
Su  desarrollo  psicomotor  fue  lento.  Se  sentó  a los  ocho 
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meses,  anduvo  a los  2 años  y dijo  sus  primeras  palabras  a 
los  3.  Era  además  torpe  e hiperactivo.  A los  6 años  fue 
matriculado  en  una  escuela  para  niños  atípicos  al  consi- 
derársele retardado.  La  historia  familiar  sólo  demostró 
varios  casos  de  diabetes  en  ambas  familias. 

Al  examen  físico  presentaba  una  estatura  de  1 47  cm,  lo 
que  lo  situaba  en  la  percentila  90  de  crecimiento 
somático.  Pesaba  49  kg  y existía  una  diferencia  entre 
envergadura  (151  cm)  y estatura  de  4 cm.  Presentaba 
dolicocefalia  con  una  circunferencia  de  57.6  cm,  muy  por 
encima  de  la  percentila  97  de  crecimiento  cefálico  para  su 
edad.  La  frente  era  prominente  y su  cara  triangular,  con 
una  mandíbula  puntiaguda  y prognatismo.  El  cuello  era 
largo.  Los  ojos  tenían  desviación  antimongoloide  de  la 
hendidura  palpebral  (Fig.  1).  El  paladar  era  alto  y grueso 
y presentaba  maloclusión  con  caries  dentales.  Llamaba  la 
atención  sus  grandes  manos  y pies.  Los  genitales  externos 
eran  normales  para  un  varón  en  la  etapa  II  de  desarrollo 
puberal  de  Tanner.  El  examen  neurológico  era  normal. 
Sus  dermatoglifos  demostraron  pliegues  de  simio  con 
asas  hipotenares  y contaje  de  surcos  normal.  Estudios 
realizados  para  este  paciente  se  demuestran  en  la  Tabla  1. 
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TABLA  I 

CASO  #1  ESTUDIOS 

Esteroides  Adrenales  en  Orina: 

— 17  cetosteroides:  5.97  mg/24  hrs 

— 17  Hidroxisteroides:  3.8  mg/24  hrs 

Hormona  de  Crecimiento; 

— Antes  de  ejercicio:  3.2  ng/ml 

— Post  ejercicio;  9.1  ng/ml 
Tolerancia  de  Glucosa:  Normal 
T^:  5.28  mg  (N  = 2.8  - 6.5) 

Edad  Osea:  14  años  (Edad  Cronológica  12  Años) 

Escintigrama  Cerebral:  Normal 

Radiografía  de  Cráneo:  Negativa 

Cociente  de  Inteligencia:  Edad  9 años  - cociente  era  63 

Cromosomas:  Normales 


Caso  2 

MS,  hembra  vista  por  vez  primera  a la  edad  de  7 meses 
para  evaluar  su  dismorfia  facial  y su  retraso  en  desarrollo 
motor  y mental.  Nació  de  un  embarazo  a término  de 
madre  de  31  años,  quien  trató  de  inducir  el  aborto  en 
varias  ocasiones.  Pesó  2159  g y midió  55  cm,  lo  que  la 
situaba  en  la  percentila  90  de  crecimiento  somático.  Su 
periodo  neonatal  se  complicó  con  hemotórax,  por  lo  que 
necesitó  toracentesis.  Su  historia  familiar  relata  que  la 
madre,  promiscua,  tuvo  7 hijos.  El  padre  se  suicidó  y se 
dijo  que  tenía  macrocefelia.  Un  hermano  de  9 años  era 
retardado.  La  madre  rechazó  a la  niña  por  encontrarla 
“muy  fea”  y la  dió  en  adopción  a su  cuñada.  (Figuras  2 y 
3). 


Fig.  2;  Paciente  /t2. 


Fig.  3:  Paciente  Hl.  Hipotonía  muscular. 


* 


Fue  una  niña  hiperactiva  y muy  torpe.  Sufrió  frecuen- 
temente episodios  de  otitis  media  e infecciones  de  vías 
respiratorias.  A los  2 años  desarrolló  una  convulsión  febril 
con  encefalograma  normal.  Más  adelante,  tuvo  un  episo- 
dio severo  de  gingivitis  herpética,  por  lo  que  hubo  que 
hospitalizarla.  A los  tres  años  caminaba  con  marcha  i 
peculiar,  doblando  las  rodillas  y con  rotación  externa  de  | 
los  pies.  Con  suma  facilidad  “se  caía  de  su  propios  pies”. 
Presentaba  también  una  facies  peculiar,  con  cara 
triangular,  prominencia  frontal,  dolicocefalia,  ojos 
hundidos  con  región  supraciliar  prominente,  desviación 
antimongoloide  de  la  hendidura  palpebral,  paladar  alto, 
orejas  grandes,  labios  gruesos,  cuello  largo  y manos  y pies  | 
grandes.  Los  dermatoglifos  demostraron  asa  hipotenar  j 
con  patrones  digitales  normales.  Su  estatura  se  situaba 
por  encima  de  la  percentila  97  de  crecimiento  somático  y 
su  envergadura,  comparada  con  su  estatura,  tenía  3 cm  de 
diferencia.  La  Tabla  II  demuestra  los  estudios  realizados 
en  la  paciente. 

TABLA  II 

CASO  #2 ESTUDIOS 

Esteroides  Adrenales  en  Orina;  ¡ 

I 

— 17  Cetosteroides:  1.26  mg/24  hrs  ! 


— 17  Hidroxisteroides:  2.84  mg/24  hrs 
Hormona  de  Crecimiento: 

— Antes  de  ejercicio:  15  ng/ml 

— Post  ejercicio;  22  ng/ml 

Edad  Osea:  3.5  años  (Edad  cronológica  2 años) 

Escintigrama  Cerebral:  Hemisferios  cerebrales 
prominentes 

EEG:  Normal 

Edad  Mental:  1.5  años  (Edad  cronológica  3.5  años) 


¡ 
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iji^antisnio  Cerebral  (Síndrome  Solos)... 


Caso  3 

JB,  fue  un  varón  nacido  a una  madre  de  36  años  Gr  6 
P4  Ab  2.  Al  nacer  pesó  2490  g y midió  48  cm.  Refirió  la 
madre  que  había  sido  un  bebé  “largo  y delgado”.  Nació 
con  una  macrocefalia  de  32  cm  para  una  medida  de  pecho 
de  28  cm.  Su  crecimiento  y desarrollo  demostró  retraso, 
ya  que  anduvo  a los  3 años  y hablaba  poco.  En  su  infancia 
temprana  sufrió  dos  episodios  de  broncopulmonía  y su 
tono  muscular  estaba  disminuido.  A los  5 años  su 
examen  físico  impresionaba  por  su  cara  triangular,  su 
frente  prominente  con  la  hendidura  palpebral  antimon- 
goloide,  hipertelorismo,  epicanto  bilateral  y las  orejas  de 
inserción  alta.  Presentaba  además  hipoplasia  malar  y 
prognatismo.  Había  padecido  convulsiones  y caminaba 
impulsándose  ligeramente  hacia  adelante.  Un  estudio 
cromosómico  y aminoácidos  en  orina  habían  sido 
normales. 

Caso  4 

RF,  visto  por  primera  vez  a la  edad  de  3 meses  al  ser 
admitido  con  fiebre,  broncopulmonía,  macrocránea  e 
hipotonía  muscular  (Fig.  4).  Era  un  infante  en  la  per- 
centila  95  de  crecimiento  somático  (62  cm)  y presentaba 
además  acné  vulgaris  desde  la  segunda  semana  de  vida. 
Nació  a una  madre  de  23  años  Gr  4 P4  que  sufrió  pre- 
eclampsia moderada  y anemia  durante  su  embarazo  a 
término.  A su  vez,  la  madre  fue  una  niña  con  cabeza 
grande,  de  estatura  alta  y con  problemas  de  aprendizaje. 
Ambos  padres  sufrieron  acné  vulgaris  y al  igual  que  el 
paciente,  un  hermanito  padeció  acné  al  mes  de  nacido. 

Su  frente  era  muy  prominente  con  la  cara  triangular, 
prognatismo,  desviación  antimongoloide  de  la  hendidura 
palpebral  y paladar  muy  ojival.  Tenía  manos  grandes 
(percentila  75)  y sus  dermatoglifos  presentaban  surco  de 
simio  parcial  unilateral  con  ausencia  bilateral  del  surco 
distal  del  cuarto  dedo. 

Neurológicamente  no  podía  sostener  su  cabeza  y 
estaba  notablemente  más  hipotónico  en  las  extremidades 
inferiores.  Su  desarrollo  motor  había  sido  lento  y a la 
edad  de  2 años  comenzó  a caminar  agarrado  y con  facili- 
dad se  caía.  Tenía  una  diferencia  de  4cm  entre  estatura 


Fig.  4:  Paciente  número  4 macrocránea  y cara  triangular. 


(84  cm)  y envergadura.  La  cabeza  seguía  siendo  grande  a 
los  2 años  8 meses,  con  una  circunferencia  de  52  cm  una 
estatura  de  91  cm.  Se  le  consideraba  hiperactivo,  no 
hablaba  bien  y mantenía  sus  rodillas  en  ligera  flexión. 

A la  edad  de  3 años  anduvo  solo,  pero  seguía  teniendo 
facilidad  para  caerse.  Sus  manos  eran  largas  (13  cm),  las 
articulaciones  eran  hiperextensibles  y tendía  a caminar 
con  ligera  flexión  de  codos  y rodillas. 

Caso  5 

JR,  varón  nacido  a una  madre  de  21  años  de  un  emba- 
razo a término  sin  complicaciones.  Midió  58  cm  al  nacer 
con  38 1 8 g de  peso.  Se  le  describió  macrocefálico  y largo. 
Durante  su  infancia  fue  necesario  tratamiento  ortopé- 
dico por  coxa  vara. 

A la  edad  cronológica  de  2 años  la  madre  al  compa- 
rarlo con  su  hermano  mayor  lo  consideraba  torpe  y retar- 
dado. Su  vocabulario  era  escaso.  Su  edad  ósea  era  de  3 
años  y su  edad  talla  de  4 años.  Presentaba  entonces 
dolicocefalia  (55  cm)  con  una  cara  triangular,  frente 
prominente,  orejas  de  inserción  alta  y una  envergadura 
de  109  cm  para  una  estatura  de  102  cm. 

Los  dermatoglifos  palmares  eran  normales,  con  asas 
fibulares  en  ambos  pies.  La  piel  de  las  manos  presentaba 
una  hiperpigmentación  semejando  efélides. 

A la  edad  de  4 años  6 meses  se  caía  con  facilidad  al 
caminar.  Su  desarrollo  mental  era  deficiente  y no 
hablaba  bien.  Se  le  consideraba  además  hiperactivo. 

Caso  6 

ER,  una  hembra  adolescente  que  se  vió  por  vez  pri- 
mera en  la  clínica  de  Genética  a los  15  años.  Era  alta  con 
una  estatura  de  1 58  cm  y una  envergadura  de  1 7 1 cm.  Su 
cabeza  grande  (56  cm)  tenía  frente  prominente. 

Nació  a una  madre  de  36  años  Gr  9 P9  quien  infruc- 
tuosamente trató  de  inducir  un  aborto  en  el  segundo  mes 
de  embarazo.  Pesó  3273  g.  Aunque  la  madre  no  pudo 
recordar  las  medidas  al  nacer,  nos  dijo  que  era  “larga  con 
pies  grandes”.  De  pequeña  fue  hipotónica  y la  descri- 
bieron como  “floja  de  piernas”.  Tenía  múltiples  caries 
dentales  desde  su  edad  escolar.  Tuvo  muchos  problemas 
de  aprendizaje  por  lo  que  se  ubicó  en  un  grupo  especial. 
Su  desarrollo  puberal  ocurrió  con  telarquia  a los  14, 
adrenarquia  a los  12  y menarquia  normal  a los  15. 
Presentaba  las  mismas  características  dismórficas  de 
todos  los  pacientes  vistos  anteriormente;  dolicocefalia, 
frente  prominente,  cara  triangular,  paladar  ojival, 
prognatismo,  hipoplasia  malar,  manos  largas,  etc. 

Caso  7 

Bebé  de  ER.  Luego  de  un  intervalo  de  4 años,  llegó  la 
paciente  ER  a nuestra  clínica  con  un  embarazo  de  7 meses 
que  culminó  en  un  varón  prematuro,  con  un  peso  de  1022 
g,  un  Apgar  4/7,  sepsis  y posible  encefalopatía  post- 
anóxica.  A la  edad  de  4 meses  el  niño  fue  admitido  con 
gastroenteritis  y deshidratación  moderada.  Eran  eviden- 
tes sus  manos  largas  y medía  39  cm  con  una  envergadura 
de  39.5  cm.  Además  presentaba  cara  triangular, 
escafocefalia,  frente  prominente  y alta,  hipoplasia  malar, 
hendidura  palpebral  antimongoloide,  paladar  ojival  y un 
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filtrum  largo.  Su  desarrollo  motor  estaba  retrasado,  aún 
no  se  volteaba  y sólo  sonreía.  Basándonos  en  sus  carac- 
terísticas dismórficas,  su  retraso  motor  y mental  y la 
herencia  dominante,  consideramos  que  también  padecía 
el  Síndrome  Sotos. 

Discusión 

Sotos  y sus  colaboradores,  publicaron  en  1964  cinco 
casos  de  niños  con  un  síndrome  caracterizado  por  un 
crecimiento  acelerado,  que  podía  separarse  de  todos 
aquellos  síndromes  hasta  entonces  descritos  que  se 
acompañaban  de  este  síntoma.  Estos  eran,  hiperplasia 
suprarenal,  síndrome  Marfan,  tirotoxicosis,  lipodistro- 
fias,  adenoma  eosinofílico  de  hipófisis  y neurofibro- 
matosis. Hook  y Reynolds^  por  vez  primera  hicieron  una 
extensa  evaluación  endocrinológica  en  sus  seis  pacientes, 
sin  encontrar  etiología  hormonal  alguna  para  explicar  el 
síndrome.  Mencionaron  la  posibilidad  de  una  mutación 
esporádica  dominante  como  etiología  genética  y seña- 
laron la  importancia  de  seguir  estos  pacientes  hasta  su 
descendencia.  Contrario  a la  hipótesis  propuesta  por 
Sotos  sobre  la  etiología  a nivel  del  sistema  nervioso 
central.  Hook  y Reynolds  señalaron  que  siendo  la 
hormona  de  crecimiento  lo  único  que  estaría  bajo  el 
control  directo  del  sistema,  al  no  estar  aumentada  en  sus 
pacientes,  era  evidencia  en  contra  de  la  etiología  pro- 
puesta por  Sotos.  Sugirieron  entonces  la  posibilidad  de 
una  sensitividad  somática  a la  hormona  de  crecimiento 
de  origen  prenatal  y posiblemente  con  efecto  durante  los 
primeros  años  de  vida. 

Poznanski  y colaboradores^  mencionaron  que  algunos 
de  sus  pacientes  tenían  la  maduración  falángica  más 
acelerada  que  la  carpal.  Incluyeron  como  diagnóstico 
diferencial  la  disfunción  cerebral,  que  se  manifiesta  con 
convulsiones,  problemas  de  desarrollo  y el  habla, 
defectos  de  ambulación,  anomalías  del  electroencefalo- 
grama (EEG)  y ventrículos  dilatados.  Postularon 
además,  que  un  factor  coriónico  de  crecimiento  pro- 
ducido por  la  placenta,  podría  ser  la  posible  fuente  de 
estímulo  de  crecimiento.  Pero  hasta  el  presente,  no  se  ha 
demostrado  este  factor  ni  aumento  en  los  niveles  de 
hormona  de  crecimiento.  Estos  autores  hacen  referencia 
al  artículo  de  Milunsky  y colaboradores**  donde  por  vez 
primera  se  informan  hallazgos  dermatoglíficos  que 
pudieran  demostrar  la  existencia  de  un  factor  prenatal  de 
embriogénesis  alterada,  ya  que  los  dermatoglifos 
completan  su  desarrollo  en  la  18va  semana  de  la 
gestación. 

Bejar  y colaboradores^  encontraron  niveles 
aumentados  de  los  aminoácidos  valina,  leucina  e isoleu- 
cina  en  dos  pacientes.  Estos  tres  aminoácidos  son 
relevantes  para  el  proceso  de  crecimiento. 

Sotos  en  \911^  ya  nos  habla  de  que  se  va  acumulando 
cada  día  mayor  evidencia  de  una  etiología  genética  de 
herencia  autosómica  dominante. 

La  única  evidencia  de  anomalía  endocrinológica  ha 
sido  la  intolerancia  a la  glucosa  en  un  14%  de  los  casos. 
Hasta  ahora,  no  existe  evidencia  de  que  la  somatomedina 
tenga  relevancia  en  el  síndrome. 

El  primer  informe  de  una  autopsia  en  un  varón  de  14 
años  con  el  síndrome  Sotos,  fue  informado  por 


Sugarman  y colaboradores.’  Los  autores  no  encontraron 
anomalías  cerebrales,  pero  el  paciente  murió  por  un 
hepatocarcinoma.  Parece  ser  que  existe  una  mayor  inci- 
dencia de  neoplasias  en  estos  pacientes  y estos  autores 
señalan  la  asociación  de  tumores  con  malformaciones 
congénitas  y hereditarias  como  signos  importantes  para 
el  seguimiento  de  pacientes  a riesgo.  Es  importante  recor- 
dar otro  síndrome  con  crecimiento  somático  acelerado  y 
malformaciones  congénitas,  el  síndrome  Beckwith- 
Wiedemann,  donde  la  incidencia  de  tumores  es  de  6.5%.* 

Siendo  el  Gigantismo  cerebral  un  síndrome  clínico  con 
facies  típica,  es  fácil  sospechar  el  diagnóstico  si  cono- 
cemos las  características  del  mismo.  Ott  y Robinson’ 
hacen  referencia  a la  diferencia  de  estatura  y enverga- 
dura, debido  a las  manos  largas  en  estos  pacientes. 

En  nuestros  casos  encontramos  aceleración  en  la 
maduración  ósea,  así  como  la  diferencia  en  las  medidas 
de  envergadura.  La  hormona  de  crecimiento  se  midió  en 
los  pacientes  1 y 2 y fue  normal.  La  posibilidad  de 
herencia  autosómica  dominante  se  vió  en  los  pacientes  4, 
7 y posiblemente  2.  Todos  presentaron  la  facies  dismór- 
fica  con  toda  la  sintomatología  propia  del  síndrome. 

TABLA  111 

CRITERIOS  CLINICOS  PARA  EL 
DIAGNOSTICO  DEL  GIGANTISMO  CEREBRAL 

Retardación  Mental 

(Cociente  Inteligencia  Promedio  = 72) 

Coordinación  Motora  Pobre 

Hábito  Somático: 

Estatura  alta 

Maduración  osea  acelerada 
Manos  y pies  largos 
Macrocefalia  con  frente  prominente 
Hendidura  palpebral  antimongoloide 
Hipertelorismo 

Prognatismo  con  mandíbula  estrecha 
Crecimiento  acelerado  durante  los  primeros  años 
No  existe  endocrinopatía 
Periodo  neonatal: 

Problemas  respiratorios 

Problemas  de  alimentación 

Cabe  mencionar  en  el  diagnóstico  diferencial  que 
pacientes  con  el  Síndrome  de  la  X frágil  son  varones  con 
retraso  en  el  habla,  retraso  mental,  macroorquidismo 
postpuberal  en  algunos  casos,  que  presentan  una  facies 
dismórñca  que  recuerda  a los  pacientes  con  el  síndrome 
Sotos,  pero  que  no  tienen  estatura  alta  ni  el  resto  de  la 
sintomatología  antes  descrita.  La  anomalía  cromosómica 
estructural  no  se  considera  una  deleción,  ya  que  es  una 
zona  frágil  que  sólo  puede  inducirse  al  cultivar  las  células 
en  medios  de  cultivo  deficientes  en  ácido  fólico  o 
timidina.  Esta  zona  de  fragilidad  se  sitúa  en  la  extre- 
midad larga  (q)  del  cromosoma  X,  a nivel  de  la  región  2, 
bandas  7 y 8 (fra  X)  (q  27-28). 
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Creemos  que  el  diagnóstico  clínico  del  Síndrome  Sotos 
puede  hacerse  utilizando  los  criterios  clínicos  y radioló- 
gicos que  se  enumeran  en  la  Tabla  III.  Es  importante 
además  el  seguimiento  clínico  de  estos  pacientes  si 
recordamos  que  tienen  un  mayor  riesgo  de  desarrollar 
diabetes  y neoplasias. 

Summary:  Five  males  and  two  females  with  the 

Sotos  Syndrome  were  evaluated  in  our  Medical  Genetics 
Clinic.  Hormonal  studies  ruled  out  an  endocrine  etiology, 
specially  related  to  those  associated  with  growth 
hormone  hypersecretion.  Clinical  criteria  for  diagnosis 
are  included  in  the  report.  Special  reference  was  made 

o the  importance  of  close  follow  up  to  diagnose 
associated  neoplasms  and  diabetes  mellitus.  The  possi- 
bility of  an  autosomal  dominant  inheritance  pattern 
precludes  the  detailed  study  of  the  family  pedigree  for 
early  diagnosis  of  cases  at  risk. 
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Abstract:  An  audit  of  2,195  outpatients  participating 

in  a fee  basis  program  of  the  Veterans  Administration 
Medical  Center  in  San  Juan,  Puerto  Rico  identified  a 
significant  number  of  patients  receiving  multiple 
psychotropic  drugs.  Ninety-four  percent  of  the  patients 
received  at  least  one  psychotropic  drug.  Seventy-five 
percent  of  the  patients  received  more  than  one  psycho- 
tropic and  forty  percent  received  three  or  more  different 
psychotropic  drugs  simultaneously.  After  a broad  based 
screening  criteria  was  applied  over  50%  of  the  patients 
were  judged  as  receiving  questionable  combination 
therapy.  A specific  poly-psychopharmacy  prescribing 
guideline  was  developed  and  educational  programs  were 
undertaken  to  improve  the  prescribing  habits  of  the 
participating  physicians.  Follow  up  audits  were  recom- 
mended to  measure  the  impact  of  these  activities  on  the 
prescribing  of  multiple  psychotropic  drugs. 

Mental  disorders  in  Puerto  Rico  have  been  conserva- 
tively estimated  to  affect  12.5%  of  the  population, 
making  psychiatric  illness  the  number  one  health  concern 
on  the  island.'  Psychiatric  disorders  are  even  more 
prevalent  among  Puerto  Ricans  who  have  served  in  the 
United  States  Armed  Forces.  The  number  of  service 
connected  veterans  needing  psychiatric  care  in  Puerto 
Rico  is  double  that  of  the  United  States  (42.6%  vs.  20%).' 
Additionally,  Puerto  Rico  has  the  highest  overall  rate  of 
veterans  needing  psychiatric  care  in  the  United  States 
(4.7%).' 

The  Veterans  Administration  Medical  Center 
(VAMC)  in  San  Juan  receives  more  applications  for 
hospitalization  than  any  other  VAMC  in  the  United 
States.'  Most  of  these  applications  are  from  veterans 
seeking  treatment  for  mental  illnesses.'  Consequently, 
not  all  patients  are  able  to  receive  treatment  directly  from 
the  VAMC  in  San  Juan.  Therefore,  the  Center  has  been 
forced  to  supplement  its  inpatient  and  outpatient  services 
with  hospital  and  individual  physician  contracts,  termed 
fee-basis  contracts. 


* Assistant  Professor  and  Clinical  Pharmacy  Coordinator,  University 
of  Puerto  Rico  and  Veterans  Administration  Medical  Center,  G.P.O. 
Box  5067,  San  Juan,  Puerto  Rico  00*736 

**Chie/,  Pharmacy  Services  Veterans  Administration  Medical 
Center. 

***Pro/essor  and  ChieJ  Psychiatry  Services,  University  oj  Puerto 
Rico  and  Veterans  Administration  Medical  Center. 


Ninety-five  percent  of  the  outpatients  participating  in 
the  fee-basis  program  (FBP)  are  being  treated  for 
psychiatric  conditions.'  The  high  number  of  psychiatric 
outpatients  has  raised  concern  about  the  quality  of  care 
given.' 

Due  to  the  high  number  of  patients  needing  psychiatric 
care  and  the  limited  number  of  psychiatrists  available  to 
provide  that  care,  the  primary  modality  of  treatment  has 
been  pharmacotherapy.'  Thus,  it  was  suspected  that 
polypharmacy  would  result,  leading  in  many  cases,  to  an 
inappropriate  “shotgun”  approach  to  the  therapy  of 
mental  disorders. 

Recently  federal  budget  cuts,  galloping  inflation,  and 
freezes  on  hiring  have  dampened  efforts  to  analyze 
possible  problem  areas  in  many  of  the  VA  programs, 
including  the  FBP.  Therefore,  inadequacies  in  the 
program  could  only  be  surmised  and  few  detailed 
recommendations  have  been  made. 

It  was  our  intent  to  document  psychotropic  prescribing 
in  the  FBP,  with  special  emphasis  placed  on  recognition 
of  psychotropic  drug  combinations  given. 

Methods 

An  audit  of  pharmacy  records  for  all  outpatients 
enrolled  in  the  Fee  Basis  Program  (FBP)  of  the  VAMC  in 
San  Juan,  P.  R.  was  carried  out  during  November,  1981. 
The  FBP  participating  physicians  were  unaware  of  the 
study.  The  number  of  patients  studied  during  this  one 
month  period  was  fully  representative  of  the  patients  in 
the  program  receiving  long  term  pharmacotherapy, 
because  all  prescriptions  are  required  to  be  renewed 
monthly.  Furthermore,  very  few  patients  go  outside  of 
the  VAMC  to  have  their  prescriptions  filled  because  they 
receive  their  medicine  at  no  direct  cost  from  the  VAMC. 

A predetermined  audit  screening  criteria  was  applied 
to  each  patient  during  the  review,  with  the  purpose  of 
detecting  potentially  irrational  psychotropic  drug 
combinations.  Patients  receiving  psychotropic  drugs 
consisting  of  or  in  combination  with  any  of  the  following 
were  recorded  and  considered  to  be  highly  questionable 
outpatient  therapy: 

1)  Three,  four,  five,  six,  or  seven  psychotropic  drug 
combinations 

2)  Two  or  three  neuroleptics 

3)  Two  or  three  antidepressants 

4)  Two  or  three  sedative-hypnotics 

5)  Fixed  combination  products 
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Diagnostic  information  was  not  standardized  and 
therefore  was  not  recorded.  Combinations,  other  than 
those  specifically  listed  above,  were  not  recorded  by 
name,  but  were  indicated  as  belonging  to  the  same  or 
different  classes.  This  information  allowed  us  to  also 
detect  other  two  psychotropic  drug  combinations  not 
specifically  identified. 

Psychotropic  combinations  were  assigned  to  five 
principal  categories:  neuroleptics,  antidepressants, 
benzodiazepines,  other  sedative-hypnotics,  and  fixed 
combination  products.  Assignment  to  category  was 
determined  by  drug  class  most  represented  in  the  combi- 
nation. Other  relevant  information  recorded  included  the 
name  and  specialty  of  the  treating  physician,  as  well  as 
the  number  of  patient  visits  per  physician. 

Results 

The  principal  results  are  summarized  in  Table  One. 
Almost  94%  of  tlie  2,195  patients  participating  in  the 
FBP  received  at  least  one  psychotropic  drug  and  1638 
patients  (75%)  received  more  than  one  psychotropic 
drug.  The  mean  number  of  psychotropic  prescriptions 
per  patient  was  2.1.  Additionally,  22%  of  the  patients 
received  one  antiparkinson  agent  and  1%  received  two 
antiparkinson  drugs  concurrently.  Lithium  usage  was 
0.14%. 

Based  on  our  screening  criteria,  1 142  patients  (52%) 
received  questionable  psychotropic  drug  combination 
therapy.  There  were  50  specific  combinations  among  the 
1 142  patients.  Antipsychotic  and  benzodiazepine 
medications  were  represented  in  68%  and  48%  of  the 
combinations  respectively.  Patients  taking  two 
benzodiazepines  concomitantly  accounted  for  26%  of  the 
combination  therapy.  Other  specific  combinations 
received  included  a sedative-hypnotic,  antidepressant, 
and  neuroleptic  drug  regimen  (13%)  and  two  sedative 
hypnotics  (10%).  There  were  592  patients  (27%)  that 
received  three  or  more  psychotropic  drugs  simulta- 
neously. Three,  four,  five,  six,  and  seven  concomitant 
psychotropic  drugs  were  taken  respectively  by  14%,  7%, 
6%,  0.2%,  and  0. 1%  of  the  patients.  Eight  percent  of  the 
patients  had  combinations  which  involved  additive 
antipsychotic  action  (23%  of  all  patients  that  took  a 
neuroleptic).  Duplicate  therapy  restricted  to  individual 
classes  was  generally  uncommon  except  with  the 
benzodiazepines.  Three  percent  of  the  patients  received 
two  or  more  neuroleptics  solely,  0.36%  received  two  or 
more  antidepressants  solely,  and  five  percent  received 
two  or  more  sedativehypnotics  solely.  Overall,  48% 
received  polypharmacy  limited  to  two  psychotropic 
drugs.  These  results  indicated  a pattern  of  mixed-class 
polypharmacy. 

The  2,195  patients  were  treated  by  205  physicians. 
There  were  1 15  psychiatrists  (56%)  and  90  physicians  in 
other  specialties  involved  in  the  care  of  these  patients. 
There  was  no  difference  in  the  polypharmacy  noted 
between  the  two  groups  (P<  0.05,  T-test).  The  number  of 
visits  per  physician  ranged  from  1-107/ month  (mean  = 
10). 


TABLE  ONE 


Poly  psychopharmacy  in  2,195  Outpatients 

Number  of 
Patients 

Percentage 

No  psychotropic  drug 

144 

6.56 

Single  psychotropic  drug 

413 

18.82 

Two  different  psychotropic  drugs 
(unidentified) 

496 

22.60 

Specific  Psychotropic  Combinations: 

Neuroleptics 

Two 

62 

2.82 

Two  + a sed-hyp.,  and  an 
antidepressant 

23 

1.04 

Two  + two  benzodiazepines 

21 

.95 

Two  + two  sed-hyp.,  and  an 
antidepressant 

12 

.54 

Two  + a sed-hyp. 

1 1 

.50 

Two  + two  sed-hyp. 

9 

.41 

Two  + an  antidepressant 

9 

.41 

Three  + a benzodiazepine 

4 

.18 

Two  + two  antidepressants, 
a sed-hyp. 

3 

.13 

Three  + two  benzodiazepines 

2 

.09 

Three 

2 

.09 

Two  + two  sed-hyp., 
a benzodiazepine,  and  antidepressant 

1 

.05 

Two  + two  antidepressants 

1 

.05 

Two  + two  sed-hyp.,  two 
antidepressants 

1 

.05 

Two  + P-A 

1 

.05 

Three  + two  benzodiazepines,  a 
sed-hyp.,  antidepressant 

1 

.05 

Three  + a sed-hyp.,  an 
antidepressant 

1 

.05 

Antidepressants 

Two 

8 

.36 

Two  + a sed-hyp.,  a neuroleptic 

3 

.13 

Three 

2 

.09 

Benzodiazeptines 

Two 

296 

13.48 

Two  + a sed-hyp.,  antidepressant, 
neuroleptic 

91 

4.14 

Two  + a neuroleptic 

64 

2.92 

Two  + a P-A 

20 

.91 

Two  + a sed-hyp. 

17 

.77 

Three 

16 

.73 

Three  + a neuroleptic 

3 

.13 

Two  + sed-hyp.,  antidepressant, 
neuroleptic,  P-A 

2 

.09 

Two  + sed-hyp.,  a neuroleptic 

2 

.09 

Two  + amphetamine,  a neuroleptic 

1 

.05 

Two  + a sed-hyp.,  a sed-hyp.,  a P-A 

1 

.05 

Two  + amphetamine 

1 

.05 

Two  + sed-hyp.,  antidepressant, 
an  amphetamine 

1 

.05 

Two  + two  sed-hyp.,  and  C-A 

1 

.05 

52 
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Scdativc-Hypnotics 
One  + an  antidepressant,  a 


neuroleptic 

150 

6.83 

I wo 

115 

5.23 

I wo  + antidepressant,  a neuroleptic 

One  + antidepressant,  neuroleptic. 

31 

1.41 

f’-A 

6 

.27 

One  +antidepressant,  neuroleptic, 

C-A 

5 

.23 

Two  + a P-A 

5 

.23 

Two  + a benzodiazepine 

3 

.13 

Two  + an  amphetamine 

2 

.09 

One  + antidepressant,  neuroleptic 
and  lithium 

2 

.09 

Two  + a lithium 

1 

.05 

Fixed-Combination  Products 

P-A 

55 

2.51 

P-A  + an  unidentified  psychotropic 

P-A  + two  unidentified 

29 

1.32 

psychotropics 

20 

.91 

C-A 

14 

.64 

C-A  + an  unidentified  psychotropic 

C-A  + two  unidentified 

6 

.27 

psychotropics 

5 

.23 

Total  Patients 

2,195 

100.00% 

P-A  Perphenazine-Amitriptyline 
C-A  Chlordiazepoxide- Amitriptyline 

Discussion 

The  concurrent  use  of  psychotropic  drugs,  poly- 
psychopharmacy, can  be  a very  useful  or  potentially 
dangerouos  clinical  decision.  Clinicians’  opinions  have 
been  divided  on  the  appropriate  usage  of  these  agents 
together;  and  it  is  not  surprising  that  this  particular  topic 
was  not  directly  addressed  in  the  psychotropic  screening 
criteria  developed  by  the  National  Institute  of  Mental 
Health. 2 Ayd^  * and  others^  have  been  critical  of 
polypsychopharmacy,  labeling  most  combinations  as 
unscientific  or  irrational.  On  the  other  hand,  Klerman* 
has  warned  that  a “one  drug  per  problem”  treatment 
approach  could  promote  a sort  of  pharmacologic 
Calvinism.  However,  most  clinicians  would  agree  that  a 
single  drug  is  the  safest  and  most  logical  way  to  initiate 
pharmacotherapy  in  the  vast  majority  of  psychiatric 
patients.  Hicks  et  aF  has  stated  that  each  patient’s 
treatment  should  be  tailored,  but  did  not  list  any  specific 
guidelines.  Until  recently,  no  formal  attempt  has  been 
made  to  generate  scientifically  based  prescribing  guide- 
lines for  concomitantly  administered  psychotropic  drugs. 
This  has  been  due  to  a lack  of  basic  disease-drug  and 
drug-drug  interaction  data,  as  well  as  clinical  and 
theoretical  disagreement  on  the  appropriate  usage  of 
psychotropic  drugs  together.**  Hollister"*  has  recently 
published  some  practical  points  to  consider  when 
prescribing  psychotropic  drugs  simultaneously. 

From  the  results  of  our  study,  it  was  apparent  that  a 
broad  based  inclusive  polypsychopharmacy  prescribing 
guideline  was  needed.  Our  results  indicated  that  the 
physicians  on  the  average  were  not  overworked  and  that. 


at  least  in  the  context  of  our  study,  the  polypharmacy  was 
not  due  to  overload.  A more  likely  explanation  for  our 
findings  is  that  the  physicians  simply  lacked  knowledge 
of  the  proper  usage  of  these  drugs  together.  The  findings 
of  mixed  class  polypsychopharmacy  support  our  initial 
thesis  of  possible  shotgun  therapy.  In  the  absence  of 
clinical  data  it  was  impossible  for  us  to  document  the 
inappropriate  usage  conclusively.  However,  we  felt  that 
the  kinds  of  combinations  found  reflected  fundamentally 
unsound  outpatient  prescribing  practices.  In  fact,  the 
52%  inappropriate  usage  noted  was  probably  an  under- 
estimate because  we  assumed  that  all  two  drug 
combinations  not  specifically  identified  in  the  screening 
criteria  were  appropriate.  Twenty-three  percent  of  the 
patients  were  taking  two  drug  combinations  not 
specifically  identified  as  inappropriate  therapy.  A 
previous  study'**  used  longitudinal  patient  data  to 
document  appropriate  polypharmacy  in  questionable 
combination  outpatient  therapy  and  this  method  would 
have  been  desireable  in  analyzing  these  data.  However, 
we  selected  only  those  combinations  which  we  considered 
questionable.  Arguments  can  be  made,  in  specific  cases, 
for  use  of  some  of  the  combinations  included  in  our 
criteria  but  certainly  not  to  the  extent  noted  in  our 
findings.  In  our  opinion  the  usage  was  clearly  excessive. 
For  example,  twenty-seven  percent  of  the  patients  were 
maintained  on  three  or  more  different  psychotropic 
drugs.  Our  primary  aim  was  to  devise  a criteria  that  could 
be  applied  easily  and  quickly  to  document  psychotropic 
prescribing  in  the  FBP;  and  in  this  sense  the  findings 
represent  qualitative  rather  than  quantitative  data. 

There  have  been  only  a few  outpatient  studies  of  this 
nature  done  in  the  past,  therefore,  it  is  difficult  to 
compare  the  incidence  of  polypsychopharmacy  found  in 
this  study  to  other  parts  of  the  United  States.  A recently 
published  study'**  of  family  practice  outpatients  receiving 
neuroleptics  reported  that  36%  of  them  were  also 
receiving  at  least  one  additionaf  psychotropic  drug. 
Another  study  of  psychiatric  outpatients  identified  only 
17%  of  the  patients  as  receiving  multiple  psychotropic 
drugs  simultaneously."  This  is  in  contrast  to  75% 
polypsychopharmacy  found  among  outpatients  in  the 
present  study.  This  over  two  fold  increase  may  be 
partially  due  to  the  increased  incidence  of  mental 
dysfunctions  among  Puerto  Ricans  or  the  difficulty  in 
treating  these  patients.  In  regard  to  appropriate  therapy, 
a study  of  outpatients  receiving  multiple  psychotropic 
drugs  indicated  that  25%  of  them  received  at  least  one 
inappropriate  medication.'^  At  least  50%  of  the  poly- 
pharmacy reported  in  the  present  study  was  of  question- 
able benefit.  Antipsychotic  drugs  were  the  most  common 
class  (35%)  of  drugs  utilized  and  23%  of  these  patients 
receiving  neuroleptics  had  an  additional  antipsychotic 
prescribed.  Serious  potential  side  effects  could  develop 
from  this  form  of  polypharmacy.  It  is  a rare  outpatient 
that  needs  two  concurrent  antipsychotics.  Additionally, 
seemingly  innocuouos  combinations  (ie  two  benzo- 
diazepines) are  not  without  hazards,  such  as  excessive 
sedation.  Finally,  cost  is  another  factor  to  consider.  The 
fee  basis  program  psychotropic  prescriptions  account  for 
about  $240,000.00  per  year  in  San  Juan,  and  this  does  not 
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include  ancillary  costs.  Any  reduction  in  the  number  of 
prescriptions  generated  would  be  accompanied  by  a 
concomitant  cost  savings.  Further  research  is  needed  to 
look  at  polypsychopharmacy  and  patient  outcome, 
including  therapeutic  response  and  adverse  side  effects. 

In  our  particular  institution  we  used  the  screening 
criteria  to  recognize  a significant  problem  with  poly- 
psychopharmacy. Based  on  these  results,  we  developed 
specific  prescribing  guidelines  which  were  disseminated 
to  the  participating  physicians.  (Appendix  1,  p.  1 55)  Educa- 
tional programs  were  offered  during  1982  and  a follow- 
up audit  was  recommended  to  measure  the  impact  these 
activities  had  on  the  prescribing  patterns.  Likewise,  we 
suggested  that  the  guidelines  be  incorporated  into  the 
FBP  as  a quality  assurance  measure. 

Conclusion 

This  study  has  documented  polypsychopharmacy  in 
2, 195  outpatients  in  a fee-basis  program  of  the  VAMC  in 
Puerto  Rico.  Prescribing  patterns  indicated  that  multiple 
simultaneous  psychotropic  drug  use  was  common  with 
almost  75%  of  the  patients  receiving  at  least  two 
psychotropics.  Fifty  percent  of  the  patients  received 
questionable  combination  therapy.  A broad  based 
polypsychopharmacy  prescribing  guideline  was 
developed  which  addressed  many  of  the  problems 
inherent  to  the  prescription  of  concomitant  psychotropic 
drugs. 
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APPENDIX  I 

POLYPSYCHOPHARMACY  PRESCRIBING 
_ GUIDELINES  r 


Basic  Principles 

1.  Polypsychopharmacy  is  not  inherently  bad.’  However, 
a very  good  working  knowledge  of  psychotropic  drug 
pharmacology  and  pharmacokinetics,  as  well  as  the 
interactive  diagnosis  is  required  before  a rational 
psychotropic  combination  can  be  chosen. 

2.  Polypsychopharmacy  should  be  avoided  whenever 
possible.  Therapy  should  usually  be  instituted  with 
one  drug  at  a time.'**  Keep  in  mind  that  adding  potent 
central  nervous  system  drugs  together  increases  the 
likelihood  of  drug  interactions  and  cumulative  side 
effects,  especially  in  the  elderly.^  In  addition,  some 
psychiatric  conditions  can  be  worsened  by  certain 
psychotropics.  For  example,  some  benzodiazepines 
and  neuroleptics  may  worsen  depression. 
Amphetamines  and  benzodiazepines  can  worsen 
schizophrenia.'’ 

3.  Fixed  combination  products  (perphenazine- 
amitriptyline  and  chlordiazepoxide-amitriptyline) 
should  be  avoided  whenever  possible  because  titration 
of  the  component  drug  dosages  is  difficult.'" 

4.  No  four  psychotropic  drug  combinations  should  be 
used. 

5.  Three  psychotropic  drug  combinations  are  rarely 
indicated.  Manipulation  of  drugs  or  dosages  within 
classes  will  often  solve  the  problem.  For  example,  if  a 
sleep  disorder  is  the  target  problem  in  a patient 
receiving  an  antidepressant  and  a neuroleptic,  one 
could  switch  to  a more  sedating  antidepressant  or 
neuroleptic;  or  move  the  doses  closer  to  bedtime 
instead  of  adding  a sedative-hypnotic  to  the  regimen. 

6.  Polypsychopharmacy  may  increase  the  possibility  of 
malpractice  litigation  if  the  patient  suffers  directly 
from  side  effects  produced  by  the  combination.'^ 

Specific  Combinations 

Neuroleptic  Combinations 

1.  Only  one  neuroleptic  (antipsychotic)  should  be  used 
at  a time.  There  exist  few  instances  where  two  or  more 
concomitant  antipsychotics  are  warranted.’  There  is 
no  evidence  that  specific  neuroleptics  work  on  specific 
symptoms.’  Additionally,  combining  antipsychotics 
can  increase  the  incidence  of  extrapyramidal  side 
effects  associated  with  these  agents,  particularly  the 
sometimes  irreversible  tardive  dyskinesia. Two 
rational  exceptions  to  this  statement  include:  1)  the 
addition  of  an  oral  antipsychotic  in  the  beginning 
period  (first  week)  of  administering  a long  acting 
injectable  neuroleptic,  and  2)  treating  the  very  rare 
supersensitivity  psychoses.'" 

2.  An  antipsychotic  and  an  antidepressant  are  very  often 
utilized  together.  These  combinations  should  be 
avoided  if  one  is  trying  to  counter  specific  symptoms 
associated  with  schizophrenia  (i.e.  social  withdrawal, 
blunted  affect)  because  they  have  not  proven  useful  in 


this  respect.’  They  are,  however,  useful  in  depressed 
schizophrenics  and  in  patients  with  psychotic 
depression  as  well  as  schizoaffective  illness.’  It  is  wise 
to  first  try  individual  agents  alone  before  moving  to  a 
combination.'"  Additive  pharmacological  side  effects 
may  occur  with  the  combination  (i.e.  enhanced 
anticholinergic  effects).  Additionally,  antipsychotics 
have  been  reported  to  increase  imipramine  and 
amitriptyline  blood  levels  and  some  tricyclics  impair 
the  metabolism  of  antipsychotics.’,  patients 

experiencing  depression  while  receiving  neuroleptics, 
may  be  suffering  from  an  atypical  extrapyramidal  side 
effects,  which  requires  lowering  the  neuroleptic 
dosage  or  adding antiparkinson  medication.'’  In  these 
case,  adding  an  antidepressant  is  not  warranted.'^’ 

3.  The  combination  of  a benzodiazepine  and  an  anti- 
psychotic is  useful  when  anxiety  or  insomnia  is  not 
relieved  by  either  agent  alone.'"  Remember  that  the 
Committee  on  the  Review  of  Medicines  has  stated  that 
benzodiazepines  are  not  effective  for  longer  than  4 
months  when  used  for  the  treatment  of  anxiety.  In 
patients  suffering  from  neuroleptic  drug  induced 
akathesia  which  is  unresponsive  to  antiparkinson 
agents,  diazepam  may  be  useful.'^ 

4.  Currently,  there  is  disagreement  as  to  the  potential  of 
antiparkinson  medication  to  prevent  neuroleptic  drug 
induced  extrapyramidal  side  effects  (EPS).  However, 
most  clinicians  agree  that  no  more  than  three  months 
of  concurrent  therapy  is  indicated.  ^ Additionally, 
there  is  little  evidence  that  antiparkinson  drugs 
prevent  or  contribute  to  the  development  of  tardive 
dyskinesia.'’,  ” 

Antidepressant  Combinations 

1.  There  is  little  or  no  rationale  for  combining  two  or 
more  tricyclic  antidepressants.’ 

2.  Combining  tricyclics  and  monamine  oxidase  inhibitors 
(MAOls)  is  becoming  more  prevalent  in  psychiatry 
when  treating  refractory  depression.  If  this  combina- 
tion is  used,  the  MAOls  should  always  be  added  to  the 
tricyclic.  The  manufacturers  of  both  drug  classes  do 
not  recommend  their  use  together  because  of  the 
inherent  dangers. 

3.  The  most  widely  accepted  and  studied  combination 
of  a benzodiazepine  and  an  antipedressant  is  the  use  of 
amitriptyline  and  chlordiazepoxide.  This  combina- 
tion appears  to  be  useful  when  depression  and  anxiety 
are  mixed.  Extrapolation  of  these  findings  to  other 
benzodiazepine  combinations  at  present  is  not 
justified  because  they  have  not  been  adequately 
studied.  Both  tricyclics  and  MAOls  have  been  used  in 
combination  with  benzodiazepines  for  the  treatment 
of  refractory  anxiety.’  In  patients  unresponsibe  to 
either  agent  alone,  this  combination  may  be  helpful, 
especially  in  panic  attacks  associated  with  certain 
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phobias.’  If  the  fixed  combination  of  chlordia- 
zepoxide-amitriptyline  is  used,  it  should  be  reserved 
for  early  initial  treatment  (no  longer  than  2-3  weeks) 
of  conditions  where  anxiety  and  depression  are 
mixed. The  combination  is  just  as  effective  as 
amitriptyline  alone  at  6 weeks. 

4.  The  combined  use  of  tricyclics  and  antipsychotics  for 
the  treatment  of  mixed  anxiety  and  depression,  as 
mentioned  above,  is  debatable.  The  fixed  combina- 
tion products  (Etrafon  or  Triavil)  should  be  avoided 
for  many  reasons.  Along  with  the  inflexible  dosage 
form,  they  are  also  expensive.  The  combination  of  a 
tricyclic  and  thioridazine  has  been  known  to  cause 
increase  cardiotoxic  effects.’  However,  amitriptyline 
perphenazine  appear  to  be  safe  when  used  together.’ 

5.  There  is  inadequate  information  and  experience  with 
the  newly  released  antidepressants  (Trazadone, 
Maprotiline  and  Nomefensin)  to  warrant  recom- 
mendations concerning  their  use  with  other 
psychotropic  drugs.  The  same  basic  principles  would, 
however,  apply.  Recently,  concern  has  been  expressed 
over  a possible  abuse  potential  of  nomefensin. 

Sedative-Hypnotic  Combinations 

1.  Combining  sedative-hypnotics  is  irrational.  This  is 
especially  true  for  long  term  treatment  of  sleep 
disorders.  This  includes  benzodiazepine  combina- 
tion.’ All  benzodiazepines  are  sedative-hypnotics  at 
equivalent  dosages,  therefore,  the  indications  can  be 
dealt  with  by  adjusting  the  dose  of  a single  agent. 

2.  Adding  a sedative-hypnotic  to  an  antipsychotic, 
antidepressant,  or  lithium  regimen  should  be  avoided. 
Many  times  adjustment  of  the  dosage,  changing  drug 
class,  or  changing  the  dosing  interval  to  a bedtime 
dose  (except  with  Lithium)  will  solve  a sleep  disturb- 
ance problem,  without  adding  a sedative-hypnotic. 

Lithium  Combinations 

1.  Lithium  and  antipsychotics  have  been  used  effectively 
in  the  treatment  of  acute  and  refractory  manic- 
depressive  illness.’  The  most  appropriate  indication  is 
when  treating  an  acute  manic  episode.’  Many  times 
the  antipsychotic  can  and  should  be  withdrawn  after 
Lithium  has  reached  therapeutic  blood  levels  and 
acute  symptoms  have  subsided.  The  haloperidol- 
lithium  combination  has  been  implicated  in  a specific 
neurotoxic  interaction  and  many  psychiatrists  do  not 
use  this  combination. 26  Lithium  can  aggravate  the 
extrapyramidal  side  effects  of  all  antipsychotics,  so 
this  potential  toxicity  should  be  monitored  when  these 
agents  are  used  together.’  Chlorpromazine  has  been 
reported  to  decrease  serum  lithium  levels  and  lithium 
has  likewise  been  reported  to  decrease  chlor- 
promazine levels. 22-29 

2.  The  concomitant  use  of  lithium  and  antidepressants 
can  be  useful,  especially  during  the  depressive  phase  of 
a manic-depressive  illness.  However,  antidepressant 
induced  rapid  cycling  can  occur  to  produce  full  blown 
mania. 20  Some  investigators  feel  that  the  serotonergic 
acting  antidepressants  are  less  likely  to  precipitate  a 


manic  episode. 2',  22  Lithium  treatment  of  unipolar 
depression  should  be  reserved  for  patients  refractory 
to  other  primary  antidepressant  therapy.  Some 
evidence  exists  that  delusional  depression  refractory 
to  tricyclic  antidepressants  may  respond  to  a lithium- 
tricyclic  combination. 22 
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Abstract:  Schistosome  transmission  was  prevented 

in  naturally  infected  populations  of  planorbid  snails  in  a 
stream  in  Puerto  Rico  by  introduction  of  the  ampullarid 
snail  Marisa  cornuarietis.  Infections  of  the  snails  in  this 
stream  were  interrupted  for  almost  3 years  despite 
continuing  transmission  in  a similar  stream  nearby.  The 
cost  of  the  biological  control  method  was  about  1%  of 
other  available  methods. 

A relatively  large  aquatic  snail,  the  ampullarid  Marisa 
cornuarietis,  has  shown  considerable  promise  for 
prevention  of  schistosomiasis,  primarily  because  of  its 
ability  to  eliminate  populations  of  the  smaller  planorbid 
snails  which  serve  as  intermediate  hosts  in  the  life  cycle  of 
the  parasitic  schistosomes.  This  ampullarid  snail  is  found 
throughout  the  tropical  Americas,  is  effective  for  control 
of  the  planorbid  host  in  Puerto  Rico  (Biomphalaria 
glahrata)  in  reservoirs  and  ponds,  and  is  also  effective  for 
control  of  the  planorbid  snail  (Bulinus  tnmcalus)  in 

Egypt  in  canals. ',2 

Through  ‘decoy’  effect  it  also  prevents  the  larval 
stage  of  the  schistosome,  the  miracidium,  from  infecting 
B.  glabrata  in  small  ponds.  The  decoy  effect  results  from 
the  inability  of  the  miracidia  to  distinguish  between  the 
‘target’  (the  planorbid  snail  which  it  must  infect  in  order 
to  develop  into  sporocysts  and  finally  into  the  form  of 
cercariae  which  are  infective  for  man)  and  the  decoy, 
which  is  ampullarid  snail.  Thus  when  M.  cornuarietis  are 
in  the  same  habitat  with  B.  glahrata,  many  miracidia 
mistakenly  penetrate  the  M.  cornuarietis  and  die.  If  the 
number  of  decoy  snails  is  3 to  5 times  the  number  of  target 
snails  the  infections  can  be  blocked  completely.  These 
decoy:  target  ratios  were  determined  in  the  laboratory 
and  verified  in  small  ponds.  However  the  impact  of  the 
ampullarid  snails  in  the  typical  aquatic  habitats  found  in 
communities  where  schistosomiasis  was  endemic  had  not 
been  explored.  This  study  was  undertaken  to  obtain 
information  on  the  easily  measured  biological  conse- 
quences of  introducing  the  ampullarid  snail  to  such 
habitats  prior  to  attempting  large  scale  epidemiological 


*Cenier  fur  Energy  and  Envirunmenial  Research.  University  of 
Puerto  Rico. 

**W.H.O.  Sanitary  Engineer.  Blue  Nile  Health  Project.  Barakat. 

Sudan. 


evaluation.  The  specific  habitats  studied  were  the  small 
streams  in  the  lowlands  of  eastern  Puerto  Rico.  These 
lowlands  are  often  the  site  of  small  rural  communities 
where  schistosomiasis  has  become  endemic. 

Methods 

Snail  populations  and  their  schistosome  infections 
were  monitored  for  5 years  in  streams  located  in 
Montebello  and  Malpica,  2 adjacent  communities  in  the 
municipality  of  Rio  Grande  in  north-eastern  Puerto  Rico 
(Figure  1).  The  ampullarid  snails  were  introduced  to  the 
streams  in  Montebello  after  almost  3 years  of  observa- 
tions on  the  natural  populations  of  planorbid  snails, 
while  no  ampullarids  were  added  to  the  streams  in  the 
upstream  community,  Malpica.  Thus  Malpica  served  as  a 
comparison  or  witness  area  to  evaluate  the  changes  in 
Montebello  due  to  introduction  of  the  ampullarids.  The 
villages  each  contained  about  3,000  people  and  were  in 
the  small  remaining  area  on  the  island  in  which  schist- 
osomiasis was  endemic  but  which  had  not  yet  been 
included  in  the  schistosomiasis  control  program  of  the 
Department  of  Health.  This  endemic  area  appeared  to 
have  a low  but  increasing  level  of  transmission. 

The  only  snail  habitats  within  1 kilometer  of  the  two 
communities  consisted  of  Puercas  and  Mango  Creeks 
which  joined  in  Malpica,  becoming  Angela  Creek.  This 
creek  continued  northward  through  Montebello,  about  1 
kilometer  downstream  of  Malpica  (Figure  1).  The 
wastershed  of  Angela  Creek  and  tributaries  contained 
streambeds  with  steep  slopes  and  was  subject  to  intensive 
rainfall,  subequent  scouring  tlow,  and  flooding. 
Schistosoma  mansoni  cercariae  had  been  detected  in 
these  streams  for  over  10  years  prior  to  this  study. ^ 

In  this  study  on  biological  control,  twenty  snail  surveys 
were  made  from  May  1975  until  October  1990.  After  4 
surveys  in  1975  and  1976,  surveys  were  made  quarterly  in 
1977  and  approximately  bi-monthly  thereafter,  until 
August  1979.  A final  confirmatory  survey  was  made  in 
October  1980.  The  frequency  of  surveys  was  kept  low  to 
minimize  disruption  of  the  snail  populations  and  the 
natural  transmission  of  the  schistosomes. 

During  each  snail  survey  one  man-day  of  searching 
with  wire-screen  dippers  was  conducted  in  all  water- 
bodies  of  each  community.  However  in  the  last  3 surveys 
additional  quantitative  information  was  collected  by 
standardizing  the  number  of  sweeps  with  the  dippers  at 
125  per  survey  in  the  long,  single  streambed  in 
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FIGURE  1 


Montebello  and  200  in  Malpica  where  the  stream 
branched  into  two  parallel  streams,  requiring  less  time 
for  walking  than  in  Montebello.  This  corresponded 
roughly  to  one  man-day  of  searching  in  each  community. 

I'he  collected  B.  glahraia  were  counted,  taken  to  the 
laboratory  and  examined  for  sporocyst  or  cercarial 
stages  of  S.  mansuni  in  a press-slide  preparation  under  a 
low  power  microscope.  Occasional  infections  with  non- 
schistosome cercariae  were  found,  but  the  majority  of 
cercariae  were  S.  mansuni.  The  M.  cornuarielis  were 
returned  to  the  stream  after  counting.  Other  aquatic 
snails  were  found  only  occasionaly,  in  low  numbers. 

I he  A/,  curnuarietis  introduced  into  the  streams  were 
collected  from  the  shores  of  Lake  Guayo  in  central  Puerto 
Rico  and  transported  the  same  day  to  the  communities. 
About  20,000  were  placed  in  the  stream  in  Montebello 
between  October  1977  and  February  1978.  Near  the  end 
of  the  study  another  group  of  4,000  ampullarids  from 
Lake  Guayo  were  placed  in  the  streams  in  Malpica  in  the 
hope  of  clarifying  the  importance  of  the  decoy  effect  on 
snail  infections. 

Results 

In  Montebello  seven  surveys  were  made  in  the  two  and 
a half  years  prior  to  the  introduction  of  M.  cornuarielis. 
B.  ^lahraia  were  found  in  each  of  the  surveys  with  a mean 
of  23  snails  recovered  per  man-day  of  searching  (Table  1 ). 
I he  mean  prevalence  of  schistosome  infections  was  8% 
and  infected  snails  were  found  in  every  survey  during  the 
12  months  preceding  introduction  of  the  ampullarids.^ 

In  the  13  surveys  after  the  introduction  of  the  20,000 
A/,  curnuarieiis,  the  number  of  B.  f^lahraia  recovered  per 
man-day  of  searching  decreased  by  96%  to  a mean  of  1. 
Not  a single  infected  snail  was  found  in  these  3 years  of 


observations,  indicating  virtual  cessation  oftransmission 
in  the  snail  population.  In  contrast,  the  planorbid  snail 
population  in  the  upstream  community  of  Malpica 
remained  relatively  stable  with  a mean  of  25  snails 
recovered  per  survey.  The  prevalence  of  schistosome 
infections  in  these  comparison  snails  remained  at  a high 
level,  about  22%  (Table  1). 

Populations  of  B.  glahrata  in  streams  of  Puerto  Rico 
normally  show  large  fluctuations  both  geographically 
and  temporally.  This  was  well  illustrated  by  the  data  from 
Malpica  in  which  the  numbers  of  snails  recovered  per 
survey  ranged  from  0 to  126,  although  the  snail  popula- 
tion persisted  over  the  5 years  of  the  study.  The  low 
numbers  were  due  to  the  instability  of  the  habitat  caused 
by  periodic  flushing  during  rainstorms.  The  snail  popula- 
tion persisted  in  a dynamic  state  because  of  their  high  rate 
of  reproduction  and  because  their  eggs  are  usually 
attached  to  firmly  rooted  vegetation. 

In  order  to  test  whether  the  decrease  in  number  of  B. 
glahrata  was  statistically  significant,  the  ‘t’  test  was 
applied  to  the  difference  in  the  means  of  the  snail  counts 
for  the  periods  before  and  after  the  introduction  of  the 
ampullarid  snails  in  Montebello.  Correcting  for  the  small 
number  of  surveys,  the  true  estimated  mean  of  the  7 
surveys  before  addition  of  the  ampullarids  was  162/8  or 
20.25  and  for  the  13  surveys  afterwards  it  was  12/ 14  or 
0.85.'  Thus  the  difference  in  the  means  was  19.4  and  the 
standard  deviation,  s,  was  8.7.  For  the  total  of  20surveys 
(n  of  20),  t was  calculated  as  19.4/8.7  or  2.2,  and  from  the 
tables  of  t this  decrease  in  snail  counts  was  found  to  be 
significant  at  the  5%  level. 

A simpler  test  can  be  made  on  the  frequency  of  finding 
zero  infected  planorbids  per  survey  in  Montebello,  using 
the  binomial  distribution.  If  the  overall  probability  (p)  of 
finding  zero  infected  snails  is  estimated  from  all  20 
surveys  as  14/20  or  0.7,  then  the  probability  that  all  13 
surveys  after  the  ampullarids  were  added  would  have 
zero  infected  snails  (n  of  13)  is  p raised  to  the  nth  power, 
or  0.7  raised  to  the  13th  power.  From  this  calculation,  the 
probability  is  estimated  at  something  less  than  one  in  a 
hundred.  Thus  the  introduction  of  the  ampullarid  snails 
was  accompanied  by  a highly  significant  decrease  in 
transmission  as  well  as  a significant  decrease  in  numbers 
of  planorbid  snails. 

1 he  control  effort  required  only  1 day  of  work  by  4 
men  in  December  1977  and  1 day  in  February  1978.  The 
total  of  20,000  ampullarid  snails  were  collected,  trans- 
ported and  placed  in  the  stream  in  Montebello  at  a cost  of 
$280.  This  gave  protection  to  3,000  people  for  almost  3 
years,  an  annual  cost  of  about  $0.03  per  capita  in  1978 
prices. 

Near  the  end  of  the  study,  when  it  was  clear  that  snail 
infections  had  been  blocked  in  Montebello,  an  attempt 
was  made  to  assess  further  the  decoy  effect  in  flowing 
water.  It  appeared  from  the  observations  in  Montebello 
that  the  few  planorbid  snails  remaining  in  the  stream 
after  introduction  of  the  ampullarids  may  have  been 
protected  from  infection  by  the  large  population  of  A/. 
cornuarielis.  Ihe  decoy;  target  ratio  in  Montebello  in 
1979  was  roughly  estimated  at  10;  I from  the  numbers 
recovered  during  dipping. 
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TABLE  1 


RESULTS  OF  SNAIL  SURVEYS  IN  STREAMS  IN  MONTEBELLO  AND  MALPICA, 

PUERTO  RICO,  1975-80. 

Numbers  indicate  snails  found  in  1 man-day  of  searching 

in  each  community  except  as  noted 

♦ 

Number  of  Snails  in 

Montebello 

Number  of  Snails  in 

Malpica 

Survey 

Date 

Marisa 

Biomphalaria 

Infected 

Biomphalaria 

Marisa 

Biomphalaria 

Infected 

Biomphalaria 

1975 

May 

0 

29 

0 

0 

53 

0 

June 

0 

50 

3 

Not 

Surveyed 

1976 

August 

0 

25 

5 

0 

33 

0 

September 

0 

6 

1 

0 

19 

2 

1977 

March 

0 

21 

2 

0 

37 

14 

June 

0 

3 

2 

0 

5 

0 

September 

0 

28 

1 

0 

15 

0 

December 

13,000 

** 

Marisa  added 
0 

0 

0 

37 

1 

7,000 

Marisa  added 

1978 

April 

** 

0 

0 

0 

25 

1 

May 

** 

0 

0 

0 

0 

0 

July 

** 

0 

0 

0 

6 

1 

September 

** 

1 

0 

0 

126 

52 

October 

** 

0 

0 

0 

37 

6 

December 

** 

6 

0 

Not 

surveyed 

1979 

January 

** 

0 

0 

0 

52 

7 

March 

** 

1 

0 

0 

44 

4 

April 

** 

4 

0 

0 

46 

1 1 

June* 

7 

0 

0 

4,000 

22 

Marisa  added 
21 

10 

August* 

15 

0 

0 

14 

7 

0 

1980 

October* 

5 

0 

0 

158 

16 

0 

*Snails  recovered  from  125  sweeps  in  Montebello  and  200  sweeps  in  Malpica. 
**Marisa  present  but  not  counted. 


In  order  to  assess  the  decoy  effect  without  interference 
from  the  snail  control  effect,  about  4,000  M.  cornuarielis 
were  placed  in  the  streams  in  Malpica  during  May  1979. 
This  produced  a lower  decoy;  target  ratio  of  about  4:1 
without  immediately  depressing  the  number  of  B. 
glahrata  (Table  1).  No  infected  snails  were  found  after  i 
June  1979,  despite  a mean  prevalence  duringthe  previous 
year  of  about  25%.  The  small  numbers  involved  do  not 
permit  an  adequate  statistical  proof,  but  together  with 
the  absence  of  infections  in  all  snails  from  Montebello, 


the  evidence  is  highly  suggestive  that  the  decoy  effect  was 
operating  in  these  streams. 

Discussion 

fhe  cost  and  impact  analysis  of  the  biological  control 
effort  in  Montebello  was  simple  as  few  expenditures  were 
involved  and  the  prevention  of  transmission  was 
complete.  Comparable  costs  for  control  of  transmission 
in  i’ucrto  Rico  by  snail  control  with  the  molluscicidc 
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Bayluscide  were  over  $3  per  capita,  more  than  100  times 
the  cost  of  using  the  ampullarid  snail.-*  The  use  of  locally 
grown  snails  instead  of  chemicals  or  drugs  purchased  in 
Europe  or  the  USA  makes  this  biological  control  method 
doubly  attractive  for  developing  countries  with  shortages 
of  foreign  exchange. 

This  study  showed  that  M.  cornuarietis  may  be  the 
most  cost-effective  method  available  for  control  of 
schistosome  transmission.  It  is  clearly  effective  for  snail 
control  in  lakes,  ponds  and  in  flowing  water.  Further- 
more the  decoy  effect,  previously  noted  in  the  laboratory 
and  in  ponds,  also  seems  to  operate  in  flowing  water.  The 
method  thus  deserves  large  scale  epidemiological 
evaluation.  Together  with  the  new  generation  of  safe  and 
effective  drugs  for  treatment,  it  has  the  potential  for  a 
revolutionary  impact  on  control  of  schistosomiasis. 

Resumen:  Después  de  la  introducción  del  caracol 

ampularida  Marisa  cornuarietis,  se  evitó  la  trans- 
misión de  la  bilharzia  en  poblaciones  naturales  de  cara- 
coles planorbidos  en  una  quebrada  en  Puerto  Rico.  No 
hubo  infecciones  de  los  caracoles  en  aguas  corrientes 
durante  los  3 años  siguientes  en  esta  localidad  aunque  la 
transmisión  continuó  en  una  quebrada  cercana.  El  costo 
del  método  biológico  fue  casi  1%  del  costo  de  otros 
métodos  disponibles. 
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Mammograplty 
can  detect 
breast  cancers 
even  smaller 
than  the  hand 
can  feel. 


Low-dose  breast  x-ray, 
mammography,  is  giving  hope 
that  the  leading  cause  of  cancer 
deaths  in  women  will  be  greatly 
diminished. 

We  urge  women  without 
symptoms  of  breast  cancer,  ages 
35  to  39,  to  have  one  mammo- 
gram for  the  record,  women  40 
to  49  to  have  a mammogram 
every  1 to  2 years,  and  women 
50  and  over,  one  a year.  Breast 
self-examination  is  also  an  impor- 
tant health  habit  and  should  be 
practiced  monthly.  Ask  your 
local  Cancer  Society  for  free 
leaflets  on  both  subjects. 

The  American  Cancer 
Society  wants  you  to  know. 
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Ifyou  still  believe  in  me,  save  me. 


For  nearly  a hundred  years,  the  Statue  of  Liberty 
has  been  Americas  most  powerful  symbol  of  freedom 
and  hope.  Today  the  corrosive  action  of  almost  a 
century  of  weather  and  salt  air  has  eaten  away  at  the 
iron  framework:  etched  holes  in  the  copper  exterior. 

On  Ellis  Island,  where  the  ancestors  of  nearly 
half  of  all  Americans  first  stepped  onto  American  soil, 
the  Immigration  Center  is  now  a hollow  ruin. 

Inspiring  plans  have  been  developed  to  restore 
the  Statue  and  to  create  on  Ellis  Island  a permanent 
museum  celebrating  the  ethnic  diversity  of  this  coun- 
try of  immigrants.  But  unless  restoration  is  begun 
now,  these  two  landmarks  in  our  nation’s  heritage 
could  be  closed  at  the  very  time  America  is  celebrat- 
ing their  hundredth  anniversaries.  The  230  million 
dollars  needed  to  carry  out  the  work  is  needed  now. 


All  of  the  money  must  come  from  private  dona- 
tions; the  federal  government  is  not  raising  the  funds. 

This  is  consistent  with  the  Statue’s  origins.  The  French 
people  paid  for  its  creation  themselves.  And  America’s 
businesses  spearheaded  the  public  contributions  that 
were  needed  for  its  construction  and  for  the  pedestal. 

The  torch  of  liberty  is  everyone’s  to  cherish. 

Could  we  hold  up  our  heads  as  Americans  if  we  allow- 
ed the  time  to  come  when  she  can  no  longer 
hold  up  hers? 

Opportunities  for  Your  Company. 

You  are  invited  to  learn  more  about  the  advantages 
of  corporate  sponsorship  during  the  nationwide  pro- 
motions  surrounding  the  restoration  project.  Write 
4 | on  your  letterhead  to:  The  Statue  of  Liberty-Ellis 
Island  Foundation,  Inc.,  101  Park  Ave,  N.Y.,  N.Y.  10178. 


KEEP 

THE 

TORCH 

LIT 


Save  these  monuments.  Send  your  personal  tax  deductible  donation  to:  HO.  Box  1986,  New  York,  N.Y.  ItXllS.TTie  Statue  of  Liberty-Ellis  Island  Foundation,  InC. 


STATUE  OF  LIBERTY-ELLIS  ISLAND  CENTENNIAL  CAMPAIGN 
BUSINESSPRESSADNO.  SOL-1 603-83— 7"  x 10"  (110  Screen) 

Volunteer  Agency:  Kenyon  & Eckhardt,  Inc.  Volunteer  Coordinator:  Sharon  E.  Baum,  Chemical  Bank 


BP-SPEC 

1983 


l«tore  proscribing,  see  complete  prescribing  Information  in 
IK&F  CO.  literature  or  PDR.  The  following  is  a brief  summary. 


WARNING 

This  drug  is  not  indicated  tor  initial  therapy  of  edema  or 
hypertension.  Edema  or  hypertension  requires  therapy 
titrated  to  the  individual  If  this  combination  represents  the 
dosage  so  determined,  its  use  may  be  more  convenient  in 
patient  management.  Treatment  of  hypertension  and  edema 
IS  not  static,  but  must  be  reevaluated  as  conditions  in  each 
patient  warrant 


tontraindications:  Concomitant  use  with  other  potassium- 
paring agents  such  as  spironolactone  or  amiloride.  Further  use 
1 anuna,  progressive  renal  or  hepatic  dysfunction,  hyperkalemia 
're-existing  elevated  serum  potassium.  Hypersensitivity  to  either 
omponent  or  other  sutfonamide-derived  drugs 
^iamings:  Do  not  use  potassium  supplements,  dietary  or  other- 

Ca,  unless  hypokalemia  develops  or  dietary  intake  of  potas- 
m is  markedly  impaired.  If  supplementary  potassium  is 
leeded.  potassium  tablets  should  not  be  used.  Hyperkalemia 
an  occur,  and  has  been  associated  with  cardiac  irregularities.  It 
i more  likely  in  the  severely  ill,  with  urine  volume  less  than  one 
er/day,  the  elderly  and  diabetics  with  suspected  or  confirmed 
snal  insufficiency.  Fteriodicaiiy,  serum  K'*'  levels  should  be  deter- 
lined  If  hyperkalemia  develops,  substitute  a thiazide  alone, 
istrict  K'*'  intake  Associated  widened  QRS  complex  or  arrhyth- 
lia  requires  prompt  additional  therapy.  Thiazides  cross  the 
lacentai  barrier  and  appear  in  cord  blood  Use  in  pregnancy 
iquires  weighing  anticipated  benefits  against  possible  hazards, 
eluding  fetal  or  neonatal  jaundice,  thrombocytopenia,  other 
fverse  reactions  seen  in  adults.  Thiazides  appear  and  tri- 
Titerene  may  appear  in  breast  milk.  It  their  use  is  essential,  the 
atient  should  stop  nursing.  Adequate  information  on  use  in 
hildren  is  not  available.  Sensitivity  reactions  may  occur  in 
atients  with  or  without  a history  of  allergy  or  bronchial  asthma, 
lossible  exacerbation  or  activation  of  systemic  lupus  erythe- 
fatosus  has  been  reported  with  thiazide  diuretics, 
recautions;  Do  penodic  serum  electrolyte  determinations  (par- 
pularly  important  in  patients  vomiting  excessively  or  receiving 
arenteral  fluids,  and  during  concurrent  use  with  amphotericin  B 
r corticosteroids  or  corticotropin  [ACTH]).  Periodic  BUN  and 
srum  creatinine  determinations  should  be  made,  especially  in 
Se  elderly,  diabetics  or  those  with  suspected  or  confirmed  renal 
jsufficiency.  Cumulative  effects  of  the  drug  may  develop  in 
atients  with  impaired  renal  function.  Thiazides  should  be  used 
nth  caution  in  patients  with  impaired  hepatic  function.  They  can 
fecipitate  coma  in  patients  with  severe  liver  disease.  Observe 
sgularly  for  possible  blood  dyscrasias.  liver  damage,  other  idio- 
rncratic  reactions.  Blood  dyscrasias  have  been  reported  in 
atients  receiving  triamterene,  and  leukopenia,  thrombocyto- 
ania,  agranulocytosis,  and  aplastic  and  hemolytic  anemia  have 
sen  reported  with  thiazides.  Thiazides  may  cause  manifestation 
I latent  diabetes  mellitus.  The  effects  of  oral  anticoagulants  may 
é decreased  when  used  concurrently  with  hydrochlorothiazide, 
psage  adjustments  may  be  necessary.  Clinically  insignificant 
tductions  in  arterial  responsiveness  to  norepinephrine  have 
een  reported.  Thiazides  have  also  been  shown  to  increase  the 
aralyzing  effect  of  nondepolarizing  muscle  relaxanfs  such  as 
ibocuranne.  Triamterene  is  a weak  folic  acid  antagonist.  Do 
eriodic  blood  studies  in  cirrhotics  with  splenomegaly.  Anti- 
ypertensive  effects  may  be  enhanced  in  post-sympathectomy 
atients  Use  cautiously  in  surgical  patients.  Triamterene  has 
sen  found  in  renal  stones  in  association  with  the  other  usual 
alculus  components.  Therefore.  'Dyazide'  should  be  used  with 
aution  in  patients  with  histories  of  stone  formation.  A few  occur- 
jnees  of  acute  renal  failure  have  been  reported  in  patients  on 
fyazide'  when  treated  with  indomethacin.  Therefore,  caution  is 
dvised  in  administering  nonsteroidal  anti-inflammatory  agents 
ith  'Dyazide'.  The  following  may  occur:  transient  elevated  BUN 
r creatinine  or  both,  hyperglycemia  and  glycosuria  (diabetic 
sulin  requirements  may  be  altered),  hyperuricemia  and  gout, 
gitalis  intoxication  (in  hypokalemia),  decreasing  alkali  reserve 
ith  possible  metabolic  acidosis.  Dyazide  interferes  with  fluores- 
snt  measurement  of  quinidine.  Hypokalemia  is  uncommon  with 
)yazide',  but  should  it  develop,  corrective  measures  should  be 
iken  such  as  potassium  supplementation  or  increased  dietary 
take  of  potassium-rich  foods.  Corrective  rrtfeasures  should  be 
stituted  cautiously  and  serum  potassium  levels  determined, 
iscontinue  corrective  measures  and  Dyazide'  should  labora- 
■ry  values  reveal  elevated  serum  potassium.  Chloride  deficit 
lay  occur  as  well  as  dilutional  hyponatremia.  Concurrent  use 
ith  chlorpropamide  may  increase  the  risk  of  severe  hypo- 
atremia.  Serum  PBI  levels  may  decrease  without  signs  of  thyroid 
sturbance  Calcium  excretion  is  decreased  by  thiazides 
tyazide'  should  be  withdrawn  before  conducting  tests  for  para- 
yroid  function. 

niazides  may  add  to  or  potentiate  the  action  of  other  antihyper- 
■nsive  drugs. 

iuretes  reduce  renal  clearance  of  lithium  and  increase  the  risk 
' lithium  toxicity, 

dverse  Rsaettons:  Muscle  cramps,  weakness,  dizziness,  head- 
:he.  dry  mouth:  anaphylaxis,  rash,  urticaria,  photosensitivity, 
jrpura.  other  dermatological  conditions;  nausea  and  vomiting, 
arrhea,  constipation,  other  gastrointestinal  disturbances:  pos- 
tal hypotension  (may  be  aggravated  by  alcohol,  barbiturates, 
r narcotics).  Necrotizing  vasculitis,  paresthesias,  icterus, 
ancreatitis,  xanthopsia  and  respiratory  distress  including  pneu- 
lonitis  and  pulmonary  edema,  transient  blurred  vision,  sialade- 
tis,  and  vertigo  have  occurred  with  thiazides  alone.  Triamterene 
as  been  found  In  renal  stones  in  association  with  other  usual 
alculus  components  Rare  incidents  of  acute  interstitial  nephritis 
ave  been  reported.  Impotence  has  been  reported  in  a few 
atients  on  'Dyazide'.  although  a causal  relationship  has  not 
aen  established 

upplied;  Dyazide'  it  suppHed  in  bottles  of  1000  capsuies; 
Ingle  Unit  Packages  (unit-dose)  of  100  (intended  for  Instltu- 
anal  use  only);  in  Patient-Pak'*  unK-ot-use  bottles  of  100. 
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Arthritis  Therapy 
That  Checks  Out. 


Gastric  distress  is  reduced.  pH-dependent 
matrix  virtually  doesn’t  release  in  acidic  stomach. 

ZORprin®  (aspirin)  is  released  in  the  alkaline 
environment  of  the  small  intestine. 

Zero-order  release  delivers  drug  at  a constant 
rate,  reducing  serum  peaks  and  valleys. 


Convenient  b.i.d.  dosage... enhances  patient  compliance. 

Economical . . . comparable  efficacy  and  safety  as  other  NSAIDs,  yet  costs 
approximately  one-half  as  much. 
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(ASPIRIN)  Zero-Order  Release 


DESCRIPTION:  Each  capsule-shaped  tablet  of  Zorprin  contains  800  mg  of  aspirin,  formulated  in  a special  matrix  to  control  the  release  of  aspirin  after 
ingestion  The  controlled  availability  of  aspirin  provided  by  Zorprin  approximates  zero-order  release,  the  in  vitro  release  of  aspirin  from  the  tablet  matrix  is 
linear  and  independent  of  the  concentration  of  the  drug  □ CLINICAL  PHARMACOLOGY:  Aspirin,  as  contained  in  Zorprin,  is  a salicylate  that  has 
demonstrated  anti-inflammatory  and  analgesic  activity  Its  mode  of  action  as  an  anti-inflammatory  and  analgesic  agent  may  be  due  to  the  inhibition  of 
synthesis  of  prostaglandins,  although  its  exact  mode  of  action  is  not  known.  □ Zorprin  dissolution  is  pH-dependent  In  vitro  studies  have  shown  very  little 
aspirin  to  be  released  in  acidic  solutions:  whereas.  Zorprin  releases  the  majority  of  its  aspirin  (90%)  in  a zero-order  mode  at 
a neutral  to  alkaline  pH,  It  is  this  pH  dependence  of  Zorprin  that  reduces  direct  contact  between  aspirin  and  the  gastric 
mucosa,  resulting  in  a reduction  of  its  gastrointestinal  side-effect  potential  □ Bioavailability  data  for  Zorprin  have  confirmed 
that  plasma  levels  of  salicylic  acid  and  acetylsalicylic  acid  can  be  measured  24  hours  after  a single  oral  dose.  This 
substantiates  a twice  daily  dose  regimen  Multiple  dose  bioavailability  studies  showed  similar  steady-state  salicylate  levels 
for  Zorprin  as  for  conventional  release  aspirin  using  the  same  total  daily  dose.  Long-term  monitoring  of  salicylate  levels 
showed  no  signs  of  accumulation  once  steady-state  levels  were  reached  (4-6  days).  □ Studies  of  in  vivo  prostaglandin 
levels  (PGE2)  have  shown  Zorprin  plasma  levels  of  salicylic  acid  and  acetylsalicylic  acid  to  reduce  PGE2  levels  14  hours 
after  a single  oral  800  mg  dose  while  an  equivalent  dose  of  aspirin  produced  a reduction  of  PGE2  levels  only  through  six 
hours  Zorprin's  effect  on  prostaglandins  other  than  PGE2  has  not  been  determined  □ Salicylates  are  excreted  mainly  by 
the  kidney,  and  from  studies  in  humans  it  appears  that  salicylate  is  excreted  in  the  urine  as  free  salicylic  acid  (10%): 
salicyluric  acid  (75%)  salicylic  phenolic  (10%);  acyl  glucuronides  (5%)  and  gentisic  acid  (<1%)  □ INDICATIONS  & USAGE: 
Zorprin  is  indicated  for  the  treatment  of  rheumatoid  arthritis  and  osteoarthritis  The  safety  and  efficacy  of  Zorprin  have 
not  been  established  in  those  rheumatoid  arthritic  patients  who  are  designated  by  the  American  Rheumatism  Association  as  Functional  Class  IV 
(incapacitated,  largely  or  wholly  bedridden,  or  confined  to  wheelchair,  little  or  no  self-care),  □ In  patients  treated  with  Zorprin  for  rheumatoid  arthritis  and 
osteoarthritis,  the  anti-inflammatory  action  of  Zorprin  has  been  shown  by  reduction  in  pain,  morning  stiffness  and  disease  activity  as  assessed  by  both 
the  investigators  and  patients.  □ In  clinical  studies  in  patients  with  rheumatoid  arthritis  and  osteoarthritis,  Zorprin  has  been  shown  to  be  comparable  to 
conventional  release  aspirin  in  controlling  the  aforementioned  signs  and  symptoms  of  disease  activity  and  to  be  associated  with  a statistically  significant 
reduction  in  the  milder  gastrointestinal  side  effects  (see  ADVERSE  REACTIONS)  Zorprin  may  be  well  tolerated  in  some  patients  who  have  had 
gastrointestinal  side  effects  with  conventional  release  aspirin,  but  these  patients  when  treated  with  Zorprin  should  be  carefully  followed  for  signs  and 
symptoms  of  gastrointestinal  bleeding  and  ulceration.  □ Since  there  have  been  no  controlled  trials  to  demonstrate  whether  or  not  there  is  any  beneficial 
effect  or  harmful  interaction  with  the  use  of  Zorprin  in  conjunction  with  other  nonsteroidal  anti-inflammatory  agents  (NSAI),  the  combination  cannot  be 
recommended  (see  Drug  Interactions)  □ Because  of  its  relatively  long  onset  of  action,  Zorprin  is  not  recommended  for  antipyresis  or  (or  short-term 
analgesia.  □ CONTRAINDICATIONS:  Zorprin  should  not  be  used  in  patients  known  to  be  hypersensitive  to  salicylates  or  in  individuals  with  the 
syndrome  of  nasal  polyps,  angioedema,  bronchospastic  reactivity  to  aspirin,  renal  or  hepatic  insufficiency,  hypoprothrombinemia  or  other  bleeding 
disorders.  Zorprin  is  not  recommended  for  children  under  12  years  of  age:  it  is  contraindicated  in  all  children  with  fever  accompanied  by  dehydration. 

□ WARNINGS:  Zorprin  should  be  used  with  caution  when  anticoagulants  are  prescribed  concurrently,  since  aspirin  may  depress  platelet  aggregation 
and  increase  bleeding  time  Large  doses  of  salicylates  may  have  hypoglycemic  action  and  enhance  the  effect  of  the  oral  hypoglycemics,  concomitant 
use  therefore  is  not  recommended  However,  if  such  use  is  necessary,  dosage  of  the  hypoglycemic  agent  must  be  reduced.  The  hypoglycemic  action  of 
the  salicylates  may  also  necessitate  adjustment  of  the  insulin  requirements  of  diabetics.  □ While  salicylates  in  large  doses  have  a uricosuric  effect,  smaller 
amounts  may  reduce  water  excretion  and  increase  serum  uric  acid.  □ USE  IN  PREGNANCY:  Aspirin  can  harm  the  fetus  when  administered  to  pregnant 
women  Aspirin  interferes  with  maternal  and  infant  hemostasis  and  may  lengthen  the  duration  of  pregnancy  and  parturition  Aspirin  has  produced 
teratogenic  effects  and  increases  the  incidence  of  stillbirths  and  neonatal  deaths  in  animals.  □ If  this  drug  is  used  during  pregnancy,  or  if  the  patient 
becomes  pregnant  while  taking  this  drug,  the  patient  should  be  apprised  of  the  potential  hazard  to  the  fetus,  □ Aspirin  should  not  be  taken  during  the  last 
3 months  of  pregnancy.  □ PRECAUTIONS:  Appropriate  precautions  should  be  taken  in  prescribing  Zorprin  for  patients  who  are  known  to  be  sensitive  to 
aspirin  or  salicylates  Particular  care  should  be  used  when  prescribing  this  medication  for  patients  with  erosive  gastritis,  peptic  ulcer,  mild  diabetes 
or  gout  As  with  all  salicylate  drugs,  caution  should  be  exercised  in  prescribing  Zorprin  for  those  patients  with  bleeding  tendencies  or  those  on 
anticoagulants.  □ In  order  to  avoid  exacerbation  of  disease  or  adrenal  insufficiency,  patients  who  have  been  on  prolonged  corticosteroid  therapy  should 
have  their  therapy  tapered  slowly  rather  than  discontinued  abruptly  when  Zorprin  is  made  a part  of  the  treatment  program  □ Patients  receiving  large 
doses  of  aspirin  and/or  prolonged  therapy  may  develop  mild  salicylate  intoxication  (salicylism)  that  may  be  reversed  by  dosage  reduction  □ Salicylates 
can  produce  changes  in  thyroid  function  tests  □ Salicylates  should  be  used  with  caution  in  patients  with  severe  hepatic  damage,  preexisting 
hypoprothrombinemia.  Vitamin  K deficiency  and  in  those  undergoing  surgery  □ Since  aspirin  release  from  Zorprin  is  pH  dependent,  it  may  change  in 
those  conditions  where  the  gastric  pH  has  been  increased  as  a result  of  antacids,  gastric  secretion  inhibitors  or  surgical  procedures.  □ Drug  Interactions: 
(See  WARNINGS)  Aspirin  may  interfere  with  some  anticoagulant  and  antidiabetic  drugs  Drugs  which  lower  serum  uric  acid  by  increasing  uric 
acid  excretion  (uricosurics)  may  be  antagonized  by  the  concomitant  use  of  aspirin,  particularly  in  doses  less  than  2 0 grams/day  Nonsteroidal 
anti-inflammatory  drugs  may  be  competitively  displaced  from  their  albumin  binding  sites  by  aspirin  This  effect  may  negate  the  clinical  efficacy  of  both 
drugs  Also,  the  gastrointestinal  inflammatory  potential  of  nonsteroidal  anti-inflammatory  drugs  may  be  potentiated  by  aspirin.  The  combination  of 
alcohol  and  aspirin  may  increase  the  risk  of  gastrointestinal  bleeding.  □ Aspirin  may  enhance  the  activity  of  methotrexate  and  increase  its  toxicity 

□ Sodium  excretion  produced  by  spironolactone  may  be  decreased  In  the  presence  of  salicylates  Concomitant  administration  of  other  anti-inflammatory 
drugs  may  increase  the  risk  of  gastrointestinal  ulceration.  Urinary  alkalinizers  decrease  aspirin's  effectiveness  by  increasing  the  rate  of  salicylate  renal 
excretion  Phenobarbital  decreases  aspirin's  effectiveness  by  enzyme  induction.  □ Pregnancy  Category  D.  See  WARNINGS  Section.  □ Nursing  Mothers: 
Salicylates  have  been  detected  in  the  breast  milk  of  nursing  mothers.  Because  of  the  potential  tor  serious  adverse  reactions  from  aspirin  in  nursing 
infants,  a decision  should  be  made  whether  to  discontinue  nursing  or  discontinue  the  drug,  taking  into  account  the  benefit  of  the  drug  to  the  mother 

□ ADVERSE  REACTIONS:  Hematologic:  Aspirin  interferes  with  hemostasis.  Patients  with  a history  of  blood  coagulation  defects  or  receiving  anti- 
coagulant drugs  or  with  severe  anemia  should  avoid  Zorprin  Aspirin  used  chronically  may  cause  a persistent  iron  deficiency  anemia.  □ Gastrointestial: 
Aspirin  may  potentiate  peptic  ulcer,  and  cause  stomach  distress  or  heartburn  Aspirin  can  cause  an  increase  in  occult  bleeding  and  in  some  patients 
massive  gastrointestinal  bleeding  However,  the  greatest  release  of  active  drug  from  Zorprin  is  designed  to  occur  in  the  small  intestine  over  a period  of 
time  This  has  resulted  in  fewer  symptomatic  gastrointestinal  side  effects  □ Allergic:  Allergic  and  anaphylactic  reactions  have  been  noted  when 
hypersensitive  individuals  have  taken  aspirin.  Fatal  anaphylactic  shock,  while  not  common,  has  been  reported.  □ Respiratory:  Aspirin  intolerance, 
manifested  by  exacerbations  of  bronchospasm  and  rhinitis,  may  occur  in  patients  with  a history  of  nasal  polyps,  asthma,  or  rhinitis  The  mechanism  of 
this  intolerance  is  unknown  but  may  be  the  result  of  aspirin-induced  shunting  of  prostaglandin  synthesis  to  the  lipoxygenase  pathway  and  the  liberation 
of  leukotrienes.  e g.  slow-reacting  substance  of  anaphylaxis.  □ Dermatologic:  Hives,  rashes,  and  angioedema  may  occur,  especially  in  patients  suffering 
from  chronic  urticaria.  □ Central  Nervous  System:  Taken  in  overdoses,  aspirin  provides  stimulation  which  may  be  manifested  by  tinnitus.  Following  initial 
stimulation,  depression  of  the  central  nervous  system  may  be  noted.  □ Renal:  Aspirin  rarely  may  aggravate  chronic  kidney  disease  □ Hepatic:  High  doses 
of  aspirin  have  been  reported  to  produce  reversible  hepatic  dysfunction  □ OVERDOSAGE:  Overdosage,  if  it  occurs,  would  produce  the  usual  symptoms 
of  salicylism  tinnitus,  vertigo,  headache,  confusion,  drowsines,  sweating,  hyperventilation,  vomiting  or  diarrhea  Plasma  salicylate  levels  in  adults  may 
range  from  50  to  80  mg/dl  in  the  mildly  intoxicated  patient  to  110  to  160'  mg/dl  in  the  severely  intoxicated  patient  An  arterial  blood  pH  of  71  may  indicate 
serious  poisoning  The  clearance  of  salicylates  in  children  is  much  slower  than  adults  and  should  receive  due  consideration  when  aspirin  overdosages 
occur  in  infants:  salicylate  half-lives  of  30  hours  have  been  reported  in  infants  4-8  months  old  Treatment  for  mild  intoxication  should  include  emptying 
the  stomach  with  an  emitic,  or  gastric  lavage  with  5%  sodium  bicarbonate.  Individuals  suffering  from  severe  intoxication  should,  in  addition,  have  forced 
diuresis  by  intravenous  infusions  of  sodium  bicarbonate  and  dextrose  or  sodium  lactate.  In  extreme  cases,  hemodialysis  or  peritoneal  dialysis  may  be 
required  □ (‘A  plasma  salicylate  level  of  160  mg/dl  in  an  adult  is  usually  considered  lethal.)  □ DOSAGE  & ADMINISTRATION:  In  order  to  achieve  a 
zero-order  release,  the  tablets  of  Zorprin  should  be  swallowed  intact.  □ Breaking  the  tablets  or  disrupting  the  structure  will  alter  the  release  profile  of  the 
drug.  □ It  IS  recommended  that  Zorprin  be  taken  with  sufficient  quantities  of  fluids  (8  oz.  or  more).  □ Adult  Dosage:  For  mild  to  moderate  pain  associated 
with  rheumatoid  arthritis  and  osteoarthritis,  the  recommended  initial  dose  of  Zorprin  is  1600  mg  (2-800  mg  tablets)  twice  a day  Because  of  Zorprin's 
prolonged  release  of  aspirin  into  the  bloodstream,  Zorprin  tablets  may  be  taken  as  a b i d dose.  Further  adjustment  of  the  dosage  should  be  determined 
by  the  physician,  based  upon  the  patient's  response  and  needs  Since  it  will  take  4-6  days  to  reach  steady-state  levels  of  salicylic  acid  with  Zorprin,  it  is 
recommended  dosages  be  given  for  at  least  one  week  before  further  adjustment  In  general,  patients  with  rheumatoid  arthritis  seem  to  require  higher 
doses  of  Zorprin  than  do  patients  with  osteoarthritis  □ Zorprin  is  not  recommended  for  children  below  the  age  of  12.  □ HOW  SUPPLIED:  Zorprin 
Tablets  800  mg;  plain,  white  capsule-shaped  tablets.  □ Bottles  of  100  Tablets  — NDC  0524-0057-01.  □ Caution:  Federal  law  prohibits  dispensing  without 
prescription  □ U S Patent  No  4,308,251.  □ Manufactured  and  Distributed  by:  BOOTS  PHARMACEUTICALS,  INC.,  Shreveport,  Louisiana  71106  U.S.A. 
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ARTICULOS  ESPECIALES 


Los  Desórdenes  de  Estrés 
Post-Traumáticos: 

Etiología,  Evolución,  y 
Manifestaciones  Clínicas 

Rafael  Garda-Palmíeri,  Ph.  D.* 


Resumen:  En  este  artículo  se  presenta  y discute  la 

etiología,  evolución  y manifestaciones  clínicas  de  los 
desórdenes  de  estrés  relacionados  con  eventos  de  trauma 
psicológico.  Ya  que  el  número  mayor  de  casos  que  ha 
facilitado  el  desarrollo  del  conocimiento  en  este  campo 
proviene  de  experiencias  militares  de  combate,  se 

examina  la  evolución  de  estos  trastornos  desde  la  primera 
guerra  mundial  hasta  la  guerra  de  Vietnam. 

Del  enfoque  somático  que  explicaba  el  choque  de  las 
explosiones  como  causante  de  daño  cerebral  se  progresa 
al  concepto  de  “fatiga  de  combate”  de  carácter 

situacional  o transitorio  asociado  con  factores  de 

personalidad  predisponentes  consonantes  con  la  teoría 
freudíana  de  la  neurosis.  De  ahí  se  evoluciona  a una 
descripción  y clasificación  más  cabal  del  síndrome 
clínico;  se  entienden  los  quebrantos  como  causados  por 
la  experiencia  traumática  por  sí  misma;  y se  exponen  los 
aspectos  de  agudeza,  cronicidad  y demora.  El 

conocimiento  desarrollado  en  esta  área  servirá  para 
identificar  y ayudar  a muchas  personas  atribuladas. 

Los  desórdenes  de  tensión  emocional  o estrés  rela- 
cionados con  eventos  de  trauma  psicológico 
pueden  ser  resultado  de  la  exposición  a diversos  tipos  de 
desastre.  Entre  ellos  se  pueden  incluir  situaciones  tales 
como  violaciones  sexuales,  asaltos,  terremotos, 
inundaciones,  accidentes  en  vehículos  de  motor  de 
carácter  severo,  fuegos,  tortura,  secuestro,  explosiones,  y 
experiencias  militares  de  combate. 

Son  estas  últimas,  debido  al  gran  número  de  casos 
estudiados,  las  que  han  acelerado  el  desarrollo  del 
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conocimiento  que  se  tiene  al  presente  sobre  la  etiología, 
evolución,  y forma  en  que  se  manifiestan  los  trastornos 
que  son  objeto  de  este  artículo. 

Fue  en  las  postrimerías  del  siglo  pasado,  y a comienzos 
del  presente,  que  se  trajo  a la  luz  y se  estableció 
principalmente  por  las  contribuciones  de  Charcot,  Janet, 
y Freud,  la  influencia  de  factores  psicogénicos  como 
generadores  de  enfermedades  mentales,  especialmente 
las  neurosis.' 

Al  comenzar  la  primera  guerra  mundial  en  el  1914,  los 
psiquiatras,  previamente  adiestrados  para  considerar  a 
las  enfermedades  mentales  como  enfermedades  físicas, 
conocían  muy  poco  de  las  neurosis  y de  las  teorías  que 
venían  desarrollándose  en  torno  a ellas.  Siguiendo  su 
enfoque  organicista  era  natural  que  se  plantearan  causas 
físicas  para  explicar  el  gran  número  de  trastornos 
surgidos  en  el  frente  de  combate  y de  ahí  se  originó  la 
hipótesis  de  que  los  quebrantos  nerviosos  de  los  soldados 
eran  consecuencia  de  daños  sutiles,  o pequeñas 
hemorragias  en  el  cerebro  debido  a las  contusiones 
producidas  por  el  choque  de  los  explosivos  o “shell 
shock”. 2 Este  término  fue  acuñado  por  el  patólogo 
británico  Coronel  Frederick  Mott^  y su  adopción 
representaba  un  paso  de  avance  en  la  interpretación  de  la 
conducta,  ya  que  en  guerras  anteriores  las  bajas  que 
resultaban  de  la  tensión  del  combate  eran  consideradas 
como  manifestaciones  de  pobre  disciplina  o de  cobardía. 

No  obstante,  muy  pronto  se  hizo  claro  que  esta 
hipótesis  no  era  válida,  ya  que  la  mayor  parte  de  los 
quebrantos  ocurrían  sin  historial  previo  de  exposición  a 
explosivos,  y en  muchos  casos  sucedían  antes  de  que  el 
soldado  llegase  al  frente  de  batalla;  Tal  situación  condujo 
a los  médicos  militares  a tomar  en  cuenta  factores 
psicogénicos  adentrándose  en  la  teoría  psicoanalítica  de 
Freud  para  explicar  los  quebrantos  nerviosos  y a concluir 
que  las  “neurosis  de  guerra”,  como  se  le  empezaron  a 
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llamar  al  acercarse  al  final  de  la  misma, no  se 
diferenciaban  fundamentalmente  de  las  neurosis  que  se 
observaban  en  la  vida  civil.  Al  igual  que  en  estas  últimas, 
el  énfasis  en  la  etiología  del  desorden  se  colocó  entonces, 
a tenor  con  las  teorías  freudianas,  en  factores  de 
personalidad  o sea  en  el  historial  previo  de  conflictos  de 
motivos  inconscientes  y de  represión  de  impulsos,  etc. 
que  predisponían  al  quebranto  en  contraste  con  la 
experiencia  de  combate  traumática  por  sí  misma.  Freud, 
por  su  parte,  reconoció  que  los  fenómenos  de  las  neurosis 
de  guerra  podrían  no  ser  explicables  a tenor  con  su  teoría 
del  libido,  ya  que  los  estudios  de  casos  agudos  disponibles 
eran  muy  superficiales,  pero  señaló  que  aquellas,  y las 
neurosis  civiles,  estaban  relacionadas,  ya  que  en  ambas  se 
demostraba  la  acción  de  la  represión  y la  existencia  de 
conflictos  dentro  del  ego.^ 

Poco  tiempo  después,  en  el  1925,  en  una  revisión  de  su 
teoría  de  la  neurosis^  concluyó  que  la  represión  es  sólo 
uno  de  varios  mecanismos  de  defensa  dirigidos  a 
controlar  impulsos  internos  intolerables,  que  de  ser 
liberados,  producirían  angustia.  La  neurosis,  planteó 
entonces,  no  es  meramente  un  intento  de  resolver 
conflictos  entre  motivos  conscientes  o inconscientes  sino 
que  es  el  resultado  de  un  intento  por  evadir  la  angustia 
mediante  la  aplicación  de  varios  desesperados  e 
inapropiados  mecanismos  de  defensa  tales  como  la 
represión.  Freud  arribó  a esta  conclusión  mayormente 
reconsiderando  sus  experiencias  con  pacientes  privados 
pero  al  darle  un  lugar  central  a la  angustia  y a las  defensas 
usadas  para  evitarla,  colocó  su  pensamiento  en  línea  con 
las  conclusiones  que  venían  derivándose  de  las  neurosis 
de  guerra:  la  evasión  del  peligro  era  obviamente  la 
motivación  prominente  en  la  guerra  y para  ese  propósito 
se  podían  desarrollar  involuntariamente  mecanismos 
defensivos  y síntomas. 

De  gran  importancia  para  adelantar  el  conocimiento 
sobre  las  neurosis  de  origen  traumático  fueron  los 
estudios  de  cientos  de  casos  de  pacientes  crónicos, 
veteranos  de  la  primera  guerra,  realizados  por  Kardiner’ 
principalmente  entre  los  años  del  1922  al  1925.  Como 
rasgos  constantes  de  las  neurosis  traumáticas  inducidas 
por  experiencias  de  combate,  Kardiner  identificó  los 
siguientes:  (1)  irritabilidad  y reacciones  de  sobresalto  o 
“startle”,  (2)  fijación  del  trauma  (alteración  del  concepto 
del  ser  o yo,  y del  mundo  exterior),  (3)  disturbios  oníricos 
atípicos  (por  ejemplo,  insomnio  y pesadillas  terribles  que 
reproducían  el  evento  traumático),  (4)  propensión  a 
reaccionar  agresivamente  o con  llanto,  en  forma 
explosiva  y,  (5)  contracción  del  nivel  general  de 
funcionamiento  incluyendo  las  funciones  intelectuales. 
Kardiner  destacó  la  “irritabilidad”  como  presente  en 
todos  los  casos  de  neurosis  traumática  y relacionó  este 
síntoma  principalmente  con  hipersensibilidad  a 
estímulos  sonoros.  Estos  inducían  un  patrón  de 
sobresalto  seguido  por  susto,  violencia  explosiva,  o 
temblor  generalizado.  La  excitación  o irritabilidad  del 
paciente  estaba  determinada  por  la  asociación  que 
hubiese  entre  el  estímulo  sonoro  percibido  (y  en  algunos 
casos  por  otros  como  luces,  olores,  lluvia,  etc.)  y la 
situación  inicial  del  trauma. 

Para  estas  neurosis  Kardiner  teorizó  la  existencia  de 


una  “fisio-neurosis”  central  relacionada  con  deterioro  de 
aquellas  funciones  de  la  personalidad  que  ayudan  al 
individuo  a adaptarse  al  mundo  real  externo  en  contraste 
con  las  neurosis  comunes  donde  el  problema  es  de 
adaptación  a representaciones  de  elementos  humanos  y 
sociales  en  el  mundo  interno  del  paciente. 

Al  llegar  la  segunda  guerra  mundial  el  conjunto  de 
síntomas  que  había  presentado  Kardiner  para  describir 
las  neurosis  traumáticas  del  combate,  especialmente  la 
irritabilidad,  hipersensitividad  al  sonido,  disturbios 
oníricos  y cambios  en  el  funcionamiento  psicológico, 
volvió  a observarse  y a describirse  bajo  el  término  de 
cansancio  de  combate  o “combat  exhaustion”.*  El 
concepto  de  factores  de  personalidad  predisponentes 
conservó  su  sitial  en  la  etiología  de  las  reacciones  al 
trauma  del  combate  en  contraste  con  el  evento 
traumático  por  sí  mismo  como  factor  causativo,  ya  que  la 
psiquiatría  estaba  todavía  dominada  para  ese  tiempo  por 
la  teoría  psícoanalítica.  Un  ejemplo  lo  proveen  los  casos 
de  quebrantos  estudiados  por  Grinker  y Spiegel.’ 

Pocos  años  después,  durante  la  Guerra  de  Corea 
se  desarrolló  un  enfoque  pragmático  en  relación  a la  tensión 
del  combate  en  virtud  de  la  labor  realizada  por  Albert 
Glass. A los  soldados  que  sufrían  quebrantos  se  les 
proveía  tratamiento  inmediato  en  el  área  de  operaciones 
a fin  de  que  pudieran  retornar  al  frente  lo  más  pronto 
posible.  Los  resultados  demostraron  un  dramático 
descenso  en  las  bajas  por  razones  psiquiátricas,"  lo  que 
venía  a clarificar  y a apuntar  hacia  las  tensiones 
situacionales  de  los  combatientes  como  factores 
primarios  responsables  de  aquellas. 

Años  más  tarde  con  la  intervención  norteamericana  en 
la  Guerra  de  Vietnam,  se  introdujeron  nuevos  elementos 
y se  le  dio  una  nueva  dirección  a la  interpretación  de  los 
factores  que  eran  responsables  de  las  bajas  psiquiátricas. 
La  extensión  de  la  guerra  durante  varios  años  facilitó  que 
se  fueran  observando  tendencias  adicionales,  ya  que  los 
síntomas  que  presentaban  algunos  combatientes  no 
siempre  se  asemejaban  al  cuadro  clínico  previamente 
descrito  para  la  “fatiga  de  combate”.  Esto  dio  lugar  a 
nuevas  aportaciones.  Kornos,'^  por  ejemplo,  hizo  una 
agrupación  de  las  manifestaciones  de  conducta  y los 
síndromes  que  se  venían  observando  y centralizó  la 
dinámica  de  éstos  en  la  reacción  aguda  al  combate. 

Según  progresaba  la  guerra  se  revisó  un  fenómeno  que 
había  permanecido  obscuro  durante  la  segunda  guerra 
mundial.  Al  finalizar  ésta  algunas  personas  que  habían 
sufrido  reacciones  de  combate  de  carácter  agudo,  al  igual 
que  otras  que  no  presentaban  síntomas,  comenzaron  a 
quejarse  por  separado  de  ciertos  síntomas  comunes  para 
ambos  grupos.  Estos,  por  sólo  mencionar  algunos, 
incluían  ansiedad  intensa,  sueños  de  combate,  depresión, 
conducta  agresiva  explosiva,  y problemas  de  relaciones 
Ínter-personales.  Tal  información  aparecía  como 
resultado  de  estudios  de  seguimiento  de  5 años"  y de  20 
años  de  alcance." 

U n curso  de  acción  similar  fue  observado  entre  muchos 
de  los  veteranos  de  Vietnam  en  las  postrimerías  de  esta 
guerra  tanto  en  aquellos  que  habían  experimentado 
reacciones  agudas  de  combate  como  en  aquellos  que  no 
empezaron  a quejarse  de  los  síntomas  acabados  de 
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mencionar  hasta  mucho  tiempo  después  de  cesar  como 
combatientes. ‘5,  \i  Como  resultado,  estas  observacio- 
nes señalaron  y destacaron  el  fenómeno  de  dilación  o 
demora  de  los  síntomas  como  factor  de  gran  importancia 
en  muchos  de  los  trastornos.  Durante  el  mismo  período 
en  la  década  del  1970  se  prestó  interés  al  hecho  de  que 
muchas  personas  experimentaron  variados  episodios 
traumáticos  que  no  eran  de  combate,  ya  que  hubo 
muchos  accidentes  aéreos,  desastres  naturales,  fuegos, 
actos  de  terrorismo  y otros  eventos  catastróficos.  El  cua- 
dro que  presenciaron  muchos  profesionales  de  las  cien- 
cias de  la  salud  mental  que  trabajaron  con  estos  casos,  era 
bastante  similar  al  fenómeno  de  los  conturbados  vetera- 
nos de  Vietnam,  ya  que  los  síntomas  que  experimentaban 
ambos  grupos  eran  casi  idénticos.'* 

Finalmente,  después  de  muchas  investigaciones'^ 
realizadas  por  grupos  de  trabajo  para  el  estudio  de 
veteranos,  y a tenor  con  las  recomendaciones  de 
profesionales  envueltos  en  el  tratamiento  de  civiles  con 
trastornos  post-traumáticos,  el  3er  Manual  Diagnóstico 
y Estadístico  de  los  Desórdenes  Mentales  (DSM-1II),20 
que  fue  publicado  por  la  Asociación  Americana  de 
Psiquiatría  en  el  1980,  vino  a incluir  por  primera  vez, 
como  una  de  las  variantes  de  los  desórdenes  de  ansiedad, 
a los  desórdenes  de  estrés  post-traumáticos  o “post- 
traumatic  stress  disorders”,  en  sus  tres  aspectos:  agudo, 
crónico  y/ o demorado. 

El  examen  de  la  evolución  nosológica  oficial  de  estos 
trastornos  en  el  curso  de  los  últimos  20  años  revela  que  en 
la  primera  edición  del  Manual  Diagnóstico  (DSM-l)^' 
publicado  en  el  1952  se  designaba  al  trastorno  de  origen 
traumático  como  un  desorden  transitorio  y situacional 
denominado  “reacción  de  tensión  mayor”  o “gross  stress 
reaction”.  Se  consideraba  que  ésta  era  resultado  de  la 
exposición  de  personas  presumiblemente  saludables  a 
una  severa  tensión  emocional  y/ o física  incluyendo  la 
experiencia  de  combate. 

En  la  segunda  edición  del  Manual  Diagnóstico  (DSM- 
11)22  ejj  el  1968^  los  trastornos  de  origen  traumático 
prácticamente  fueron  eliminados,  ya  que  sólo  se 
menciona  “el  miedo  asociado  con  combate  militar”  como 
una  reacción  de  ajuste  de  la  adultez  o “adjustment 
reaction  of  adult  life”,  de  carácter  transitorio  al  igual  que, 
por  ejemplo,  una  situación  de  resentimiento  o depresión 
relacionada  con  un  embarazo  no  deseado.  En  contraste 
con  esto  en  la  práctica  clínica  usualmente  el  diagnóstico 
que  se  usaba  para  designar  una  baja  psicológica  asociada 
con  el  combate  era  el  de  “neurosis  traumática  de  la 
guerra”. 23  Con  la  llegada  de  la  tercera  edición  del  Manual 
Diagnóstico  (DSM-III)  se  renuncia  a la  premisa  de 
psicopatología  preexistente  y se  reconoce  que  casi  todas 
las  personas  pueden  desarrollar  los  síntomas  de  un 
desorden  de  estrés  post-traumático,  ya  sea  agudo, 
crónico,  o demorado,  si  se  exponen  a un  evento 
traumático  de  carácter  psicológico  que  rebase 
experiencias  humanas  comunes  tales  como,  por  ejemplo, 
pérdidas  en  un  negocio  o conflictos  maritales. 

Entre  las  manifestaciones  clínicas  más  significativas 
del  desorden  se  señalan  episodios  en  que  se  revive  el 
evento  traumático  original.  Esto  puede  experimentarse 
mediante  la  intrusión  y recurrencia  angustiosa  de 


memorias,  sueños,  o pesadillas  que  reproducen  el 
desastre  que  provocó  el  trauma.  En  algunos  casos  la 
persona  puede  sentir  y/ o actuar  súbitamente  en  forma 
parecida  a un  estado  disociativo2''  como  si  el  evento  del 
trauma  estuviera  ocurriendo  en  ese  momento.  Estos 
episodios  pueden  durar  segundos,  minutos,  horas  y hasta 
días,  y pueden  conllevar  reacciones  violentas  de  diversa 
índole.  A estas  experiencias  se  les  ha  denominado  como 
escenas  retrospectivas25  o “flashbacks”, en  similitud  a la 
técnica  cinematográfica  de  interrumpir  la  continuidad 
del  relato  para  presentar  escenas  de  acontecimientos 
pasados  en  el  drama  que  se  expone.  En  el  paciente 
representan  una  intrusión  súbita  en  su  mente  de 
experiencias,  conflictos,  impulsos,  y elementos  afectivos 
de  la  experiencia  traumática  olvidada  o disociada. 
Manifestaciones  de  conducta  similar  habían  sido 
observadas  previamente  entre  sobrevivientes  de  los 
campos  de  concentración  Nazi26,  27  y gn  personal  de  las 
fuerzas  aéreas  de  la  Segunda  Guerra  Mundial  por 
Grinker  y SpiegeF  pero  no  cobraron  mayor  importancia 
hasta  que  su  incidencia  dramática  se  empezó  a notar  y 
continuó  observándose  mayormente  entre  los  veteranos 
de  la  Guerra  de  Vietnam  que  sufren  de  desórdenes  post- 
traumáticos. 

Otros  síntomas  que  destaca  el  DSM-III  incluyen 
marcada  disminución  de  interés  en  actividades  de 
importancia,  sentimiento  de  despego  o enajenamiento  de 
otras  personas,  constricción  afectiva,  hipervigilancia  o 
respuestas  exageradas  de  sobresalto,  disturbios  al 
dormir,  culpabilidad,  impedimentos  en  la  memoria,  y 
dificultad  para  concentrar.  Los  síntomas  pueden 
intensificarse  por  exposición  a factores  ambientales 
como  tensión  familiar,  noticias,  ruidos,  u otros  estímulos 
simbólicos  que  tengan  semejanza  con  el  evento 
traumático  original.  Si  el  desorden  es  de  carácter 
demorado  éste  puede  surgir  después  de  un  período  de 
latencia  o incubación  de  meses  o años  a partir  del  trauma. 

Conclusiones 

La  historia  nos  ha  demostrado  que  el  desarrollo  de  la 
ciencia  y de  la  medicina  es  resultado  de  observaciones 
cuidadosas  de  contribuciones  de  cientos  de  estudiosos;  de 
la  revisión  de  observaciones  anteriores  descartadas  o 
inadvertidas  que  vienen  luego  a cobrar  valor  inusitado;  y 
naturalmente  del  deseo  de  la  búsqueda  de  la  verdad.  Tal 
conclusión  puede  aplicarse  al  origen,  curso  de  desarrollo 
o evolución  de  los  desórdenes  de  estrés  post-traumáticos, 
y a la  descripción  de  sus  manifestaciones.  A pesar  de  que 
estos  desórdenes  pueden  ser  resultado  de  una  gran 
variedad  de  desastres,  el  estudio  psiquiátrico  de  las 
experiencias  militares  desde  la  primera  guerra  hasta  la 
Guerra  de  Vietnam  contribuyó  grandemente  a 
conocerlos  mejor.  De  la  hipótesis  que  consideraba  que 
los  desórdenes  se  originaban  de  causas  físicas,  a saber,  de 
la  exposición  de  los  combatientes  a las  explosiones,  se 
pasó  pronto  a señalar  como  causa  fundamental  factores 
psicológicos  predisponentes  a tenor  con  la  teoría 
psicoanalítica  que  ha  dominado  el  pensamiento 
psiquiátrico  por  muchos  años. 

No  obstante,  el  curso  de  la  investigación  científica 
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actual  señala  que  la  razón  de  estos  desórdenes  estriba  en 
buscar  el  origen  de  ellos  en  la  situación  traumática  por  sí 
misma  y en  no  ver  el  trauma  como  meramente  un  factor 
precipitante  en  personas  predispuestas  a un  trastorno 
neurótico. 

La  evolución  de  estos  desórdenes  puede  observarse 
también  desde  el  punto  de  vista  nosológico.  Tanto  en  el 
1952  como  en  el  1968,  en  la  primera  y segunda  edición  del 
Manual  Diagnóstico  y Estadístico  de  los  Desórdenes 
Mentales  publicados  por  la  Asociación  Americana  de 
Psiquiatría  (DSM-1  y DSM-II),  se  le  prestó  poca 
importancia  a la  descripción  de  los  desórdenes  post- 
traumáticos. A éstos  se  le  consideró  como  condiciones 
situacionales  y o transitorias  de  menor  importancia.  No 
obstante,  en  la  edición  del  1980  se  destacan  y se 
puntualizan  plenamente  sus  manifestaciones  clínicas.  En 
ellas  se  exponen  un  conjunto  de  síntomas  que  recopilan  el 
conocimiento  obtenido  de  diversas  fuentes  y distintas 
épocas.  También  se  destaca  el  aspecto  de  agudeza, 
cronicidad  o demora  de  los  desórdenes. 

Dado  el  progresivo  aumento  de  trastornos  causados 
por  el  estrés  relacionado  con  experiencias  traumáticas 
civiles  o militares  se  hace  necesario  que  los  profesionales 
de  la  salud  se  familiaricen  al  máximo  con  la  literatura 
relativa  a estas  condiciones  a fin  de  poder  identificarlas 
apropiadamente  para  poder  ayudar  mejor  a las  personas 
que  sufren  de  ellas. 

Summary:  In  this  study  the  etiology,  evolution,  and 

clinical  manifestations  of  the  stress  disorders  associated 
with  psychologically  traumatic  events,  is  presented  and 
discussed.  Since  the  greatest  number  of  cases  which 
facilitated  the  development  of  the  knowledge  in  this  field 
come  from  military  combat  experiences,  the  evolution  of 
these  disorders  is  examined  throughout  the  First  World 
War  to  the  Vietnam  Conflict. 

From  the  somatic  approach  which  explained 
“shellshock”  as  causing  cerebral  damage,  progress  was 
made  toward  the  concept  of  “combat  exhaustion”  as  a 
situational  or  transitory  state  associated  with 
predisposing  personality  factors  consonant  with  the 
Freudian  theory  of  neurosis.  From  this  point  the 
trajectory  evolves  toward  a more  complete  description 
and  classification  of  the  clinical  syndrome;  breakdowns 
are  understood  as  caused  by  the  traumatic  experience  per 
se;  and  the  aspects  of  acuteness,  chronicity  and  delay  are 
established.  The  knowledge  developed  in  this  area  will 
help  to  identify  and  help  many  troubled  persons. 
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The  Interaction  Of  Two 
Malfunctioning  Cardiac 
*-  Pacemakers 

Charles  D.  Johnson,  M.O.,  FACC 


Malfunctioning  cardiac  pacemakers  may  induce 
interesting  and  complex  cardiac  arrythmias.  The 
following  patient  presented  such  an  electrocardiographic 
vignette. 


Case  Report 

This  90-year-old  female  was  admitted  on  2-27-81  with 
a one  year  history  of  dizziness  and  chronic  congestive 
heart  failure  (CHF).  A permanent  Arco  3001  unipolar 
epicardial  pacemaker,  VVI,  had  been  placed  in  the 
subxiphoid  position  on  9-24-80,  because  of 
bradyarrythmia,  2:1  atrioventricular  (AV)  block, 
incomplete  right  bundle  branch  block  (BBB)  and  left 
anterior  hemiblock  (LAH).  There  was  calcium  in  the 
mitral  ring.  Pacemaker  function  was  normal  but  there 
was  intermittent  paced  retrograde  atrial  conduction. 
Physical  examination  revealed  an  irregular  pulse  and 
heart  rate  of  42  per  minute,  and  CHF.  Serum  potassium 
was  4 meq/L. 


Electrocardiograms 

Figure  1,  lead  II  (2-27-81)  shows  sinus  rhythm,  left 
ventricular  hypertrophy,  T wave  abnormalities,  sinus  P 
waves  conducted  with  first  degree  AV  block  and  variable 
LAH  (the  third  and  fifth  sinus  P waves  in  the  top  row  and 
the  first,  sixth  and  ninth  P’s  in  the  lower  row),  blocked  P 
waves  (numbers  2,  4,  7 in  the  top  and  4,  5,  7 in  the  bottom 
row),  junctional  premature  beats  (third  QRS  beat  in 
upper  and  the  fourth  and  last  beats  in  the  bottom  row), 
premature  ventricular  contractions  (PVCs)  (sixth  and 
last  QRS  complexes  in  the  top,  second  and  sixth  in  the 
bottom),  paced  ventricular  beats  with  left  BBB,  rate  70- 
71  (first  and  fourth  in  the  top,  third  and  seventh  below); 
noncapturing  ventricular  stimuli  (V)  (numbers  2,  3,  5-8, 
10  in  the  top,  and  1,  2,  4-6,  8,9  in  the  bottom)  and 
nonsensing  of  PVCs  (numbers  7,  10  Vs  in  the  upper  and  2 
in  the  lower  row);  the  sinus  conducted  and  pacemaker 
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beats  are  sensed  except  for  the  fifth  beat,  lower  row.  The 
V was  oriented  rightward,  inferior  and  anterior  (positive 
in  L H,  small  negative  in  L 1).  A retrograde  P’  wave  fol-  j 
lows  the  third  and  fourth  ventricular  beats  in  the  upper  ■ 

row,  with  R-P’  intervals  of  0. 12  and  0. 16  S.  Vs  fall  within  j 

the  junctional  escape  beat  (JEB)  (seventh)  in  the  upper  , 
row  and  the  last  PVC  of  the  lower  row.  i 

That  night  a temporary  endocardial  pacemaker  was  i 
placed,  but  functioned  abnormally  unless  the  output  was  I 
increased  to  2-10  mA.  (paced  positive  QRS  in  L 11,  rsr’  in 
aVL,  QS  in  V and  rS  in  V^). 


Figure  1:  (2-27-81)  Permanent  VVI  pacemaker  malfunction,  with 
intermittent  pacing  and  sensing  failure.  Paced  ventricular  beats. 
Premature  ventricular  contractions.  Atrioventricular  (AV)  block.  See 
text  for  details. 


Figure  2,  (3-1-81)  L 1,  top  panel,  shows  2:1  AV  block 
with  first  degree  AV  block  (P  wave  inverted,  may  be  L 
aVL),  JEB  (fourth  beat  top)  and  six  permanent 
pacemaker  beats  (example  first  two  beats)  at  a rate  of  7 1 . 
However,  the  deeper  permanent  V’s  often  fail  to  capture 
(example  third  V,  upper  row).  The  permanent  pacer 
senses  the  intrinsic  and  paced  beats.  The  small  negative 
temporary  V,  rate  83,  never  captures  the  ventricles.  It 
senses  the  paced  beats  but  not  the  intrinsic  beats.  Lead  11, 
middle  panel,  shows  some  findings  as  above;  temporary 
Vs  (example,  the  first  six  beats,  and  the  last  three  beats  of 
the  lower  row,  with  positive  R complexes)  at  a rate  of  83- 
94;  the  electrode  may  be  in  the  outflow  tract  of  the  right 
ventricle  (RVOT);  the  temporary  pacer  senses  except  for 
the  last  permanent  paced  beat  of  the  upper  row.  The  eight 
beat,  lower  row,  is  a PVC  and  the  eleventh  beat  a 
ventricular  fusion  beat.  The  permanent  unit  senses 
intrinsic,  all  paced  beats  and  the  PVC.  The  lower  panel, 
three  rows,  reveals  also  a JEB  (first  QRS  in  top  row)  and 
a junctional  premature  contraction  (fourth  beat  in  lower 
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row)  with  aberration.  The  third  permanent  V,  top  row, 
denotes  failure  of  sensing,  and  there  is  failure  of  tempo- 
rary unit  sensing  at  times. 

On  3-2-81,  the  battery  test  was  satisfactory,  but  a new 
unipolar  lead  was  placed  as  the  “cable  was  out  of  the 
ventricle”. 
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Figure  2:  (3-1-81)  Interaction  of  two  failing  pacemakers,  involving 
malfunctions  of  pacing  and  sensing.  AV  block. 


Figure  3,  (3-2-81,  9;  15  AM).  Except  for  the  permanent 
paced  V beat,  right)  shows  consistent  temporary 
pacemaker  capture  of  the  ventricles  with  retrograde  P’s  at 
rates  of  78-82,  upper  panel.  Two  (nonsensing)  permanent 
V’s  are  seen  in  aVF.  Note  the  different  QRS  morphology 
(a  R VOT  electrode  location  may  be  present).  The  various 
QRS  and  V contours  make  pacemaker  identification  dif- 
ficult. The  lower  panel,  lead  V,  shows  JEBs,  rate  50 
(numbers  1,  3-5)  and  temporary  pacer  beats  (numbers  2, 
6,  7),  V rate  103.  Other  temporary  V’s  fail  to  capture  and 
the  temporary  unit  fails  to  sense.  The  permanent  unit 
senses  but  does  not  pace.  In  V^,  the  third  and  fifth  beats 
are  sinus  conducted;  the  second  and  fourth  may  be  JEBs 
with  ventricular  aberration. 


Figure  3:  (3-2-81)  The  upper  panel  shows  temporary  pacemaker  capture 
of  the  ventricles  with  retrograde  atrial  conduction.  In  the  lower  panel 
three  is  pacemaker  malfunctioning  with  junctional  escape  beats.  In  lead 
V ' the  second,  sixth  and  seventh  beats  are  ventricular  caputre  beats  by 
the  temporary  endocardial  pacer. 

Figure  4,  (3-2-81,  9;  15  AM)  Shows  a continuous  L 11 
above  and  a conti-nuous  V below.  There  are  complete 
AV  block  and  dissociation,  and  an  idiojunctional  escape 
rhythm  with  aberration,  rate  50,  with  occasional 
retrograde  P'  waves  (top  panel,  second  row,  second  and 
fourth  beats,  the  first  beat  in  the  last  L 11  strip;  V lead- 


second  row,  first  beat;  third  row,  first  and  penultimate 
beat).  There  is  sinus  rhythm,  rate  75.  The  R-P'  intervals 
range  from  0.12  to  0. 18  S,  the  P-P'  from  0.64  to  0.78  S 
and  the  preceding  P-R  distances  from  0.48  to  0.60  S. 
Retrograde  atrial  conduction  does  not  occur  if  the 
preceding  P-R  distance  is  0.44  S (L  II,  top  row,  fourth 
beat)  or  less,  or  if  it  is  greater  than  0.60  S (V,  second  row, 
third  beat).  But  once  it  does  not  occur  at  0.48  S (L  II, 
second  row,  sixth  QRS)  and  once  it  fails  at  0.59  S (V, 
bottom  row,  third  beat).  This  may  represent  concealed 
forward  conduction  of  the  preceding  P wave  into  the  AV 
junc-tion  favoring  retrograde  atrial  depolarization. 

The  permanent  V (taller  positive  V in  lead  II,  negative 
in  V)  never  paces,  but  senses  except  for  the  sixth  beat  in 
the  top  row.  The  temporary  pacer  V (small  positive  in 
lead  11,  larger  positive  biphasic  in  V),  at  a rate  of  77  per 
minute,senses  the  intrinsic  and  paced  beats,  and  it  oc- 
casionally captures  the  ventricles  as  R complexes  (upper 
panel,  second  QRS  in  top  row,  the  second,  third  and  sixth 
beats  of  the  third  row;  in  the  lower  panel  and  as  a QS 
complex  in  the  second  row,  penultimate  beat)  - the  P - 
temporary  pacer  V interval  equals  0.22-.30  S. 
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Figure  4:  (3-2-81)  Complete  A V block.  Junctional  escape  rhythm,  rate 
50.  Occasional  ventricular  capture  by  the  endocardial  pacemaker.  The 
permanent  epicardial  pacemaker  usually  senses  but  never  paces. 
Occasional  retrograde  atrial  conduction  determined  by  antegrade 
concealed  conduction. 

ECGs  obtained  later  on  3-2-81  (not  illustrated), 
showed  temporary  pacemaker  capture  of  the  ventricles 
with  retrograde  P'  waves,  rate  82,  in  one  lead,  and  consis- 
tent permanent  pacemaker  ventricular  capture  with-a  dif- 
ferent morphology,  rate  7 1,  in  all  other  leads.  A day  later 
there  was  only  ventricular  capture  by  the  permanent 
pacemaker. 

Comments 

Complex  interactions  of  two  malfunctioning  VVI 
pacemaker,  produced  an  interesting  array  of  arrythmias. 
Each  failed  to  pace  and  sense  intermittently  during  the 
four  days  of  ECG  traces.  Sensing  involved  the  intrinsic 
beats  of  the  patient  and  the  paced  beats  of  the  other  pace- 
maker. Selective  sensing  was  present. Two  right 
ventricular  (RV)  endocardial  pacemakers,  or  redundant 
RV  leads,  may  provide  apparent  or  true  pacemaker 
malfunction.-,"* 
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In  Figures  1 and  2,  antegrade  concealed  conduction  of 
the  apparently  blocked  P waves  into  the  A V junction  may 
exist,  allowing  subsequent  sinus  capture  of  the  ventricles 
the  longer  intervals  terminate  with  conducted  beats 
/rather  than  escape  beats.  During  the  complete  A V block 
(Figure  4)  critical  blocked  P-R  distances  determine  if 
retrogade  atrial  conduction  occurs  or  not,  i.  e.,  unidirec- 
tional AV  block.  This  represents  concealed  antegrade 
penetration  of  nonconducted  sinus  P waves  into  the  AV 
Junction. 

Resumen:  Se  presenta  un  caso  raro  donde  se  inducen 

arritmias  complejas  por  la  interacción  de  dos  marcapasos 
defectuosos.  El  caso  se  enfoca  desde  el  punto  de  vista 
electrocardiográfico. 
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rectal cancers  occur  equally  in 
men  and  women  past  age  50. 
Early  detection  provides  the  best 
hope  of  cure.  That’s  why  if  you’re 
over  50,  you  should  take  this 
simple,  easy  slide  test  of  your 
stool  every  year.  This  Stool 
Blood  Test  kit  is  chemically 
treated  to  detect  hidden  blood  in 
the  stool  and  can  be  done  at  the 
time  of  your  periodic  health 
examination  so  your  doctor  will 
know  the  results. 


The  presence  of  hidden 
blood  usually  indicates  some 
problem  in  the  stomach  or 
bowel,  not  necessarily  cancer. 
Positive  tests  must  be  followed 
by  further  testing  to  find  out 
what  the  problem  is. 

Other  tests  for  colorectal 
cancer  you  should  talk  to  your 
doctor  about:  digital  rectal  exam 
(after  age  40);  the  procto  test 
(after  age  50).  It  is  important  to 
report  any  personal  or  family  his- 
tory of  intestinal  polyps  or 
ulcerative  colitis,  and  any  change 
in  your  bowel  habits,  which 
could  be  a cancer  warning  signal. 

The  American  Cancer  Society 
wants  you  to  know. 


AMERICAN 
VCANCER 
f SOCIETY* 
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What  can  you  do  for 
hypertensives  like  these? 


On  cimetidine 


Impotent 


Childhood 

asthmatic 


Patient  descriptions  are  hypothetical  composites  based 
on  clinical  experience  and  evaluation  ot  data. 


Laura  K is 
depressed ...  she 
sleeps  badly  and 
sometimes  has  bad 
dreams.  Forgetful. 
BP  up  despite 
medication. 

Little  or  no  depres- 
sion. hallucinations, 
or  sleep  disturb- 
ances such  as 
insomnia  or  night- 
mares have  been 
reported  with 
TENORMIN" 
(atenolol). 


Paul  H smokes  two 
packs  a day.  Annual 
physical  uncovered 
diastolic  of  102 
mmHg.  Rigid  habits 
...will  have  difficulty 
with  a complicated 
regimen. 

Propranolol  may 
produce  bronchial 
hyperactivity  in 
patients  with  no  his- 
tory of  asthma.’ 
Smoking  has  been 
implicated— espe- 
cially in  males.^ 
Cardioselective 
TENORMIN  exerts 
a preferential  effect 
on  cardiac  (¿3,) 
receptors  rather 
than  on  bronchial 
or  peripheral 
receptors.  This 
preference  is  not 
absolute. 


His  BP  is  down  from 
172/110  mmHg  to 
normotensive 
range.  But  Manuel  G 
blames  his  medica- 
tion for  his  Impotence. 
Only  0.4%  of 
patients  in  the 
28-day  TENORMIN 
evaluation  program 
reported  sexual  per- 
formance problems.® 


dally  insulin.  Her 
diastolic  is  up 
10  mmHg  since  last 
visit  Misses 
appointments. 
Although  beta 
blockers  may  mask 
tachycardia  occur- 
ring with  hypoglyce- 
mia, TENORMIN 
may  be  tried  with 
caution  in  patients 
with  diabetes  mel- 
litus,  like  Mary  B, 
who  require  beta 
blocker  therapy.  It 
does  not  augment 
insulin-induced 
hypoglycemia  and 
does  not  delay 
recovery  of  blood 
glucose  levels  to  the 
same  degree  as 
propranolol. “ 


Janet M had 
asthma  as  a child 
but  hasn't  wheeze 
in  40  years.  "Can’t 
believe"  she’s 
hypertensive.  Bus), 
schedule  demand 
simple  regimen. 
Unlike  propranolol 
cardioselective 
TENORMIN  can 
reduce  the  likeliho 
of  bronchospasm ! 
susceptible 
patients.®® 


® 1983  ICI  AMERICAS  INC. 


Josage  and  cardioselectívíty' 
ill  your  hypertensives. 


“Real  life”  efficacy 

These  patients  represent  39,745  hypertensives  of  all  types 
treated  effectively  in  the  28-day  TENORMIN  evaluation.  The 
setting  for  the  evaluation  was  real  life— the  daily  practices  of 
9,500  U.S.  physicians." 


Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy  and 
safety  of  TENORMIN  had  already  been  established  worldwide 
by  hundreds  of  published  clinical  studies  and  more  than 
2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data  were  ana- 
lyzed for  variables  such  as  sex,  age,  race,  and  weight,  a large 
majority  of  patients  in  each  group  achieved  satisfactory  blood 
pressure  control." 

Of  all  controlled  cases,  an  impressive  95%  reported  feeling 
well,  an  important  consideration  in  hypertension  management." 


A simple  regimen  for  compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects"  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
1 5%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.’" 


*Cardioselectivity  denotes  a relative  preference  for 
P , receptors,  located  chiefly  in  cardiac  tissue.  This 
preference  is  not  absolute. 


(arenolol) 


See  following  page  for  brief  summary  of  prescribing  information. 


STUART  PHARMACEUTICALS 


Therapy 
for  virtually  every 
hypertensive 
patient  in  your 
practice. 


(atenolol) 


TENORMIN^  (atenolol) 


A beta, -selective  blocking  agent  for  hypertension 


DESCRIPTION:  TENORMIN^  (atenolol),  a synthetic,  beta-i-selective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide. 
4-(2'-hydroxy-3'-[(1  -methylethyl)  ammo]  propoxyj-  Atenolol  (tree  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26  5 mg/  ml  at  37  C and 
a log  partition  coefficient  (octanol  / water)  of  0 23  It  is  freely  soluble  in  1 N HCI  (300  mg  / ml  at  25 ' C) 
and  less  soluble  in  chloroform  (3  mg  / ml  at  25 " C). 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS), 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Withoul  a History  ol  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician's  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a betarStimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  arKl  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agenfs  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V ) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected. 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg.  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 

Should  It  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg  / kg  / day  or  1 50  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg / kg  / day  or  1 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starting  at  15  mg/ kg /day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but 


not  150  mg  atenoloL  kg/day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C.  Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo  / fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg  / kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg/kg  or  12  5 times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  cfiildren  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies)  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages:  first 
from  the  U S.  studies  (volunteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0  5%),  postural  hypotension 
(2%-1%).  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (4%-1%),  vertigo  (2%-0  5%), 
light-headedness(1%-0%),  tiredness  (0  6%-0  5%).  fatigue  (3%-1%).  lethargy  (1%-0%).  drowsi- 
ness (0  6%-0%).  depression  (0.6%-0.5%).  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS)  wheeziness  (0%-0%),  dyspnea  (0  6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (12%-5%).  postural  hypotension 
(4%-5%).  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (13%-6%).  vertigo  (2%-0  2%). 
Iight-headedness  (3%-0  7%),  tiredness  (26%-13%).  fatigue  (6%-5%).  lethargy  (3%-0  7%). 
drowsiness  (2%-0  5%).  depression  (1 2%-9%).  dreaming  (3%-1  %) 

GASTROINTESTINAL  diarrhea  (3%-2%).  nausea  (3%-1  %) 

RESPIRATORY  (see  WARNINGS)  wheeziness  (3%-3%).  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn.  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances, hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensonum.  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia.  Peyronie's  disease,  erythematous  rash.  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm.  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis.  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  m addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemiar  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml.  min/1  73  m^  (normal  range  is  100-150  ml/min/1  73  m*);  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml  min  i 73  mO  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supen/ision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  1 05  embossed  on  the  other  side  are  supplied  in 
monthly  calendar  packages  of  28tableis.  bottles  of  100  tablets,  and  unit-dose  packages  of  100  tab- 
lets Tablets  of  100  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  unit-dose  packages  of  1 00  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 
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Abstract:  A case  of  Takayasus  disease  producing 

bilateral  coronary  ostial  lesions  is  reported.  This  is  a rare 
manifestation  of  the  disease. 

Takayasus  disease  is  a condition  which  produces 
obstruction  of  the  great  vessels  and  of  the  aortic 
arch.',  3 Usually  the  patients  have  symptoms  of 
transient  brain  ischemia  and  then  sooner  or  later 
hemiplegia  and  hemiparesis.  Rarely,  the  presenting 
symptom  is  angina  pectoris.^ 

It  is  the  purpose  of  this  report  to  discuss  a case  of 
Takayasus’  disease  whose  only  symptom  was  angina 
pectoris. 

Case  Report 

A.N.  was  a 32  year  old  female  patient  without  known 
risk  factors  who  gave  history  of  chest  pain  for  about  two 
years.  The  chest  pain  was  described  as  burning  in 
character,  increased  by  exercise  and  relieved  by  resting 
and  nitroglycerin.  The  pain  continued  increasing  in 
severity  and  frequency,  until  it  was  occurring  daily  at  rest. 
She  was  evaluated  by  her  physician  who  did  a treadmill 
exercise  test  using  the  Bruce  protocol.  She  developed  a 2 
mm  ST  depression  from  Vi-Vaat  stage  1.  She  was  referred 
to  the  cardiovascular  laboratory  for  coronary 
arteriography.  On  physical  examination  she  was  a well 
developed  female  patient  with  a normal  physical 
examination,  including  the  quality  of  the  pulses  of  the 
carotids  and  femoral  arteries.  The  chest  X ray  and 
baseline  electrocardiogram  were  normal.  The  SMA-12, 
white  blood  cell  count,  urinalysis,  prothrombin  time  and 
partial  thromboplastin  time  were  also  normal.  She  was 
taken  to  the  catheterization  laboratory  for  coronary 
angiography.  The  femoral  artery  was  punctured  using  the 
Seldinger  technique.  The  left  ventricle  was  catheterized 
and  the  presures  were  normal.  Left  ventriculography 
showed  a normal  left  ventricle  without  hypokynetic 
areas.  After  the  ventriculography  and  while  changing  the 
catheters,  she  developed  substernal  chest  pain.  She 
became  hypotensive  and  immediately  went  into 
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ventricular  tachycardia  and  fibrillation.  She  died  after  all 
means  to  resuscitate  her  were  used. 

The  autopsy  showed  a heart  weight  of  270  grams.  The 
right  atrium,  tricuspid  valve  and  right  ventricle  were 
normal.  The  root  of  the  aorta  was  abnormal.  There  was 
marked  deformity  of  the  sinus  of  Valsalva  of  both  the  left 
and  right  coronary  cusps  due  to  an  infiltration  of  a gray 
nodular  tissue  which  extended  from  the  root  of  the  aorta 
to  approximately  2 centimeters  above  it.  Both  coronary 
ostia  appeared  to  be  involved  by  the  process  which 
narrowed  considerably  their  opening  to  pin-point  size. 


Figure  1.  Post  mortem  coronary  arteriogram  showing  a high  grade 
lesion  at  the  origin  of  the  right  coronary  artery  with  a normal  distal  run 
off.  The  left  coronary  artery  showed  the  same  lesion  at  its  origin. 


Post  mortem  coronary  angiography  was  done  and  it 
showed  a high  grade  lesion  of  the  ostium  of  the  left 
coronary  artery  with  a normal  left  anterior  descending 
artery.  Figure  1 shows  a high  grade  lesion  of  the  right 
coronary  artery  with  a normal  distal  run-off.  Figure  2 
shows  the  ostium  of  the  left  coronary  artery  with  a 
rñarked  reduction  of  caliber  at  the  ostium  by  an  avascular 
connective  tissue  containg  foci  of  chronic  inflammation 
with  lymphocytes,  plasma  cells,  polymorphonuclear 
leukocytes  and  eosinophiles.  The  right  coronary  ostium 
showed  the  same  pathology.  Figure  3 shows  part  of  the 
aorta  at  the  origin  of  the  left  coronary  artery  involved  by 
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Figure  2.  Section  of  the  left  coronary  artery  at  its  origin  from  the  aorta 
showing  almost  complete  obliteration  of  its  lumen  by  an  avascular 
connective  tissue. 


Figure  3.  Section  through  the  wall  of  the  aorta  and  origin  of  the  left 
coronary  artery  showing  increase  fibrous  thickening  and  the  presence  of 
inflammatory  infiltrate  characterized  by  large  giant  cells,  lymphocy  tes 
and  plasma  cells  compatible  with  Takayasus'  disease. 

the  inOammatory  process.  Showing  an  inllammatory 
process  which  includes  granulomatous  inllammation  and 
infiltration  of  mononuclear  cells,  polymorphonuclear 
leukocytes  and  occassional  giant  cells.  The  pathology 
was  consistent  with  Takayasus’  disease.  7 he  rest  of  the 
coronary  arteries  were  normal.  The  myocardium  showed 
fibrotic  areas  with  recent  necrosis  in  the  subendo- 
cardium. 

Discussion 

lakayasus’  disease  is  a clinical  entity  which  occurs 
predominantly  in  the  young  oriental  female,  although 


several  cases  have  been  described  outside  the  Orient.-  The 
disease  usually  manifests  itself  by  a progressive  occlusion 
of  the  proximal  carotids,  innominate  and  subclavian 
arteries.  Usually  the  patient  has  symptoms  of  transient 
brain  ischemia.',  - The  etiology  of  this  lesion  is  unclear 
but  has  been  assumed  to  result  form  a primary  arteritis  of 
unknown  cause.  Rarely,  the  coronaries  are  involved  and 
more  unusual  the  coronary  ostia.’  In  our  case  the 
presenting  symptom  was  angina  due  to  the  severe 
bilateral  ostial  lesions.  She  developed  an  acute 
subendocardial  myocardial  infarction  during  | 
catheterization.  Probably  this  was  precipitated  by  the  i 
stress  of  the  procedure,  because  the  coronaries  were  not 
catheterized  during  the  study.  If  the  study  had  been 
completed,  she  was  a perfect  candidate  for  bypass 
surgery,  due  to  the  fact  that  her  lesions  were  only 
localized  at  the  origin  of  the  coronaries  and  her  distal 
vessels  were  normal. 

Cipriano’  reported  a case  with  Takayasus’  aortitis  and 
angina  pectoris  due  to  bilateral  coronary  ostial  lesions. 
His  case  also  showed  involvement  of  other  arteries.  He 
reviewed  the  literature  and  found  16  more  cases  with 
involvement  of  the  coronary  arteries.  Of  the  16  cases  only 
4 had  angina  pectoris  as  the  presenting  symptom,  and  10 
of  them  had  coronary  ostial  lesions,  but  with  involvement 
of  other  arteries.  One  had  coronary  bypass  surge’ry  with 
relief  of  the  symptoms.  j 

This  case  is  unusual  due  to  the  fact  that  the  disease  was 
only  localized  to  the  aortic  cusps  and  coronary  ostia  and 
the  rest  of  the  coronary  arteries  and  other  vessels  were 
free  of  disease.  This  reminds  us  to  the  fact  that 
Takayasus’  disease  should  be  considered  in  the 
differential  diagnosis  of  a menstruating  female  with 
angina  pectoris. 

Resumen:  Se  reporta  un  caso  de  enfermedad  de 

Takayasu  produciendo  lesiones  ostiales  coronarias.  Esta 
es  una  manifestación  rara  de  la  enfermedad. 
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This  is  a 13  years  old,  mentally  retarded  male. 
WHAT  IS  YOUR  DIAGNOSIS? 


Fig.  #1 


Fig.  #2 
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Diagnosis 

Tuberos  Sclerosis  (Bourneville’s  Disease). 


Discussion 

The  classical  triad  of  mental  deficiency,  epilepsy  and 
adenoma  sebaceum  is  not  always  seen  in  its  full 
expression.  Many  times  mental  deficiency  and 
intracerebral  calcifications  are  the  only  findings,  {forme 
frusie).  This  is  an  autosomal  dominant  entity  with  25  to 
50  percent  of  case  as  mutants. 

Multisystemic  hamartoma  including  retinal  astrocytic 
hamartoma  (Figure  3)  are  encountered. 

Coarse  subependymal  calcifications  (Figure  1)  and 
basal  ganglia  calcifications  (Figure  2)  are  seen. 
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It's  a myth  that  arthritis  is  just 
the  minor  aches  and  pains  of 
old  age.  It's  a major  crippler 
that  attacks.  Anytxjdy.  Anytime. 

31  million  Americans  have  it.  There  are 
almost  a million  new  cases  a year. 

And  SIX  out  of  ten  are  under  60. 
Symptoms  can  come  and  go  for  years. 
So  If  you  don't  know  the  warning 
signals,  find  out.  If  you'd  like 
information  that  could  help  you— or 
you'd  like  to  help 
write  to  the  Arthri 
Foundation,  Box 
19000,  Atlanta, 

GA  30326. 
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65  años  dedicados  a Puerto  Rico 


MIEMBRO  FOlC 


CARTAS 

AL 

EDITOR 


MEDICAL  MANPOWER  NEEDS 
■IN  PUIRTOKICO 

May  I congratulate  Dr.  Rosselló  for  his  timely  and  well- 
written  editorial  on  medical  manpower  needs  for  Puerto 
Rico  that  appeared  on  the  February  1984  issue  of  the 
Boletín.  Although  it  covers  most  of  the  significant  aspects 
of  the  problem,  there  are  other  factors  not  included  in  the 
editorial  which,  1 believe,  should  be  pointed  out  as,  in  my 
opinion,  they  have  played  an  influential  role  in  the 
developments  that  have  led  to  the  present  situation. 

Predicting  future  trends  in  our  lives,  albeit  useful  and 
justified,  is  a practice  that  has  been  fraught  with  many 
pitfalls,  more  so,  as  stated  by  Rosselló,  in  the  field  of 
health.  There  have  been  many  prophets  and  seers,  yet 
very  few  have  adequately  foreseen  our  future.  Especially 
this  is  true  when  such  predictions  are  adulterated  with 
bias,  are  made  capriciously  in  order  to  satisfy  the  need  for 
so-called  written  long-range  plans,  or  are  drawn  to 
establish  the  grounds  for  the  furthering  of  very  personal 
philosophies.  In  the  latter  case,  Puerto  Rico  has  been  the 
subject  of  harm.  1 do  not  know  how  many  hundreds  of 
thousands  of  dollars  have  been  wasted  in  our  island  to 
cover  the  cost  of  long-range  plans  that  became  obsolete 
not  long  after  being  in  effect  or  were  discarded  because 
they  had  been  misconceived. 

In  the  mid-forties,  a significant  number  of  Puertorican 
physicians  joined  the  military  service  (WWll).  To 
compensate  for  that  loss,  foreign  ones  were  imported  and 
employed  by  the  Government  under  the  protection  of 
special  laws  and  limited  Board  exams.  Needless  is  to  say 
that  the  quality  of  medical  care  of  our  people  suffered. 
Objections  aired  by  the  Medical  Association  were  to  no 
avail  and  the  dastardly  propaganda  that  those  debates 
generated,  enticed  the  people  to  be  resentful  against  us. 

In  the  late  fifties,  it  became  evident  that  the 
government  of  Puerto  Rico  wanted  to  obtain  complete 
control  of  the  medical  profession.  For  this  reason,  the 
establishment  of  a system  of  socialized  medicine  was 
attempted.  The  Department  of  Health  assumed  the  lead. 
Under  the  auspicies  of  the  Rockefeller  Foundation,  a 
plan  for  regionalization  of  the  island’s  medical  and 
hospital  services  was  formulated  and  established.  When 
we  of  the  Medical  Association  objected  the  system,  we 
were  told  that  it  was  going  to  be  applied  only  to  the 
medically-indigent  population.  It  was  not  long  before  a 
booklet  on  the  system  appeared  that  spoke  of  TOTAL 
regionalization  of  the  island’s  services.  To  bring  into  the 


limelight  and  to  quantify  the  lack  of  physicians  that 
existed  then  (among  other  items),  and  so  justify  the  need 
for  socialization,  a study  on  medical  and  hospital  care  in 
Puerto  Rico  was  conducted  by  the  School  of  Public 
Health  and  Administrative  Medicine,  Columbia 
University  and  the  Department  of  Health  of  Puerto  Rico. 
It  was  carried  out  pursuant  to  two  resolutions  approved 
by  our  Legislature  in  1958  and  1959.  This  study  became 
known  as  the  Trusssell-Arbona  report.'  Since  the 
question  at  issue  is  physician-manpower  needs,  1 will 
limit  my  comments  to  this  item. 

That  report  recommended  (p.60)  that  “as  an  interim 
goal,... by  1970  there  should  be  an  overall  ratio  of  100 
physicians  per  100,000  population”.  This  physician- 
increase  was  to  be  governed  by  the  application  of  several 
measures  in  order  to  assure  adequate  quality  of  medical 
care.  Sure  enough,  by  1966  that  ratio  had  been  attained, 
and  more,  but  at  the  expense  of  adultering  the 
recommendations  that  were  to  guarantee  adequate 
medical  care  (quality).  Bills  permitting  special  licenses, 
special  Board  exams  and  at  one  time,  no  exams  at  all, 
were  made  laws  over  the  objections  voiced  by  the  Medical 
Association.  Thus,  the  island  continued  to  be  flooded 
with  physicians,  native  and  foreign,  either  by  birth  or  by 
graduation. 

Although  the  bill  to  nationalize  the  hospitals  in  Puerto 
Rico  was  vetoed  by  Governor  Muñoz  Marín,  the  damage 
had  been  done. 

It  would  not  be  practical  to  list  all  the  actions  and 
measures  taken  in  the  past  that  have  led  to  the  present 
over-supply  of  physicians  and  to  what  looms  on  the 
horizon.  Dr.  Rosselló  has  already  referred  to  the  ill- 
advised  Federal  Government  programs  designed  to 
increase  the  number  of  physicians.  Undoubtedly,  they 
have  also  contributed  to  our  present  problems. 

Since  we  continue  to  be  the  target  of  our  legislators  and 
other  government  officers  because  of  political 
expediency,  and  since  they  can  no  longer  exploit  the  issue 
of  lack  of  physicians  in  Puerto  Rico,  another  question  is 
brought  forth;  inadequate  distribution.  For  me,  this  is 
difficult  to  understand.  How  can  there  exist  inadequate 
distribution  of  physicians  in  the  face  of  an  excess?  If  such 
were  the  case,  physicians  over-concentrated  in  a given 
area  should  not  be  able  to  support  themselves.  Yet,  they 
do.  Why?  Because  this  over-concentration  in  the  greater 
cities  is  not  only  a natural  phenomenom;  it  is  practically 
obligatory.  Let  me  explain. 

As  long  as  institutions  geared  for  ¡sland-service  such 
as  the  Department  of  Health,  the  Industrial  Hospital,  the 
Psychiatric  Hospital,  the  Veterans  Hospital,  the  Medical 
School  and  so  many  others  are  build  and  operate  in  the 
greater  cities,  physicians  will  have  to  concentrate  there. 
To  imply  that  these  physicians,  because  they  reside  in  San 
Juan  (as  an  example),  serve  only  the  city’s  population,  is 
fallacious  since  the  institutions  where  they  work  deal  with 
island-wide  coverage.  If  there  is  anything  to  blame  for 
this  over-concentration,  is  not  the  independent  practice 
of  medicine  but  the  government  that  creates  all  those 
jobs.  If  there  is  a need  for  the  existence  of  those  jobs, 
please  do  not  continue  to  blame  the  physicians  for 
holding  them.  Therefore,  there  is  no  simple,  precise. 
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S mathematical  formula  to  determine  what  is  adequate 

! distribution  of  physicians.  There  are  so  many  factors  that 
have  to  be  taken  into  consideration! 

How  about  those  physicians  who  live  in  San  Juan  but 
work  in  the  sorrounding  towns?  Obviously,  the  site  of 
residence,  which  is  the  factor  mostly  used  in  the 
development  of  present  statistics,  is  not  valid  in  these 
cases. 

In  closing,  may  I suggest  that,  if  we  are  to  draw  long- 
range  plans  to  assure  adequate  medical  care  for  the  public 
in  the  future,  the  government  should  put  aside  its 
prejudices  against  the  medical  profession.  If  the  problem 
I of  adequate  distribution  is  approached  with  fairness  and 
I sincerity,  and  all  existing  factors  are  taken  into 
consideration,  1 would  not  be  surprised  if  it  is  discovered 
that  the  medical  manpower  needs  for  Puerto  Rico  are 
fairly  well  satisfied. 

' José  M.  Torres-Gómez,  M.D.,  FACP,  FACC 

I.  Trussell,  RE  and  Arbona,  G:  Medical  and  Hospital  care  in 
Puerto  Rico.  February  1962. 

PRESENCIA  DE  PEDIATRAS  I 

EN  CESAREA^^F^,,tw:«i¿ 

La  carta  que  le  dirigiera  a usted  el  buen  amigo,  Dr. 

I Pedro  Mayol,  Presidente  del  Capítulo  de  Puerto  Rico, 

' Academia  Americana  de  Pediatría,  con  relación  al 
cuidado  del  recién  nacido  por  cesárea,  requiere  sea 
aclarada  para  evitar  se  mal  interprete  y / o se  mal  utilice  su 
I contenido  al  ser  citado  fuera  de  contexto. 

Entiendo  que  las  consultas  hechas  al  doctor  Mayol  han 
sido  con  relación  a la  presencia  de! pediatra  en  la  Sala  de 
Operaciones  durante  una  cesárea  electiva.  Nuestra 
^ consulta  al  doctor  Mayol  y / o a la  Academia  de  Pediatría 
: es  si  debe  estar  presente  en  la  Sala  de  Operaciones  una 
persona,  preferible  un  médico,  adiestrado  y cualificado, 

1 con  la  responsabilidad  de  atender  al  recién  nacido  para 
evitar  la  necesidad  y/ o administrar  con  la  debida 
prontitud,  las  medidas  básicas  y avanzadas  de 
resucitación  cardiopulmonar  de  éstas  ser  necesarias. 

Aunque  en  el  presente  el  Comité  del  Feto  y el  Recién 
Nacido  de  la  Academia  de  Pediatría  se  ha  expresado  en  el 
sentido  de  que  considera  que  una  “cesárea  repetida 
electiva”  no  constituye  necesariamente  una  situación  de 
mayor  riesgo  para  el  infante,  debe  ser  obvio  que  es  impo- 
sible predecir  cuándo  lo  sería.  Por  lo  tanto,  para  poder 
ofrecer  garantías  de  calidad  y seguridad  al  recién  nacido 
; debemos  anticipar  lo  peor  y estar  preparados  para 
I atender  debidamente  al  recién  nacido  todo  el  tiempo. 

) Con  relativa  frecuencia,  en  las  situaciones  antes  descritas 
: de  cesárea  repetida  electiva,  el  recién  nacido  sufre  de 
• apnea  o laringo-espasmo  inesperadamente  o por  una 
) atención  negligente  de  la  persona  encargada  de  su  cuido. 

3 Como  resultado  puede  ocurrir  un  estado  de  hipoxia 
i prolongada  que  resulte  en  la  muerte  o daño  cerebral.  Por 
1 tal  razón  debe  recomendarse  e insistirse  en  la  presencia  y 
í participación  de  un  médico  cualificado  que  asuma  esta 
I importante  responsabilidad.  ¿Quién  mejor  que  el 
» anestesiólogo,  que  está  disponible  en  esos  momentos  y 
) reúne  las  cualificaciones  necesarias?  Para  estimular  su 


participación  debe  compensarse  en  forma  adecuada  este 
servicio  de  rutina  al  igual  que  se  le  compensaría  al 
pedíatra  o neonatólogo,  sí  éstos  están  presentes. 

La  situación  real  y existente  en  Puerto  Rico  es  muy 
distinta  a muchos  Hospitales  en  los  Estados  Unidos,  es- 
pecialmente en  los  Hospitales  de  la  comunidad,  donde  el 
personal  de  enfermería  y muchos  médicos  no 
cualificarían  para  el  cuidado  del  recién  nacido  por 
cesárea  por  no  poseer  las  destrezas  necesarias  o por  no 
querer  envolverse  en  estas  situaciones  por  razones 
médico-legales. 

La  Dra.  Jean  Lockhart,  de  la  Academia  Americana  de 
Pediatría  ha  sido  alertada  a esta  situación  local  que 
también  existe  en  muchos  hospitales  en  los  Estados 
Unidos  Continentales  y nos  ha  informado  ya  está 
programado  este  tema  en  la  agenda  de  la  próxima 
reunión  del  Comité  sobre  el  Feto  y el  Recién  Nacido. 

“El  primer  minuto  de  vida  puede  determinar  la  calidad 
de  esa  vida”.  Esto  hace  muy  necesario  que  exista  un 
mecanismo  que  permita  actuar  con  rapidez,  conocimien- 
to y destreza  para  facilitar  la  adaptación  del  recién  nacido 
al  nuevo  medio-ambiente  y/  o atender  cualquier  situación 
de  emergencia  que  pueda  presentarse  imprevistamente. 

No  es  ese  el  momento  para  esperar  que  el  médico  venga 
de  su  oficina  o de  su  casa  o de  otras  partes  del  hospital.  El 
médico  que  va  a asumir  esa  responsabilidad  debe  estar 
allí  presente  desde  que  se  inicia  la  anestesia  hasta  que 
nace  el  feto  y debe  tener  todas  las  destrezas  y 
conocimiento  para  resolver  la  situación  que  se  presente 
con  rapidez  y eficiencia.  El  cerebro  humano  no  tolera 
más  de  3 a 5 minutos  sin  oxígeno. 

Como  médicos  responsables  todos  y en  ocasiones  en 
posición  de  hacer  decisiones,  debemos  estar  conscientes 
que  en  temas  de  tanta  importancia  como  lo  es  el  cuidado 
óptimo  del  recién  nacido  por  cesárea,  debemos  ser 
cuidadosos  en  nuestras  expresiones  ya  que  se  asume  las 
mismas  tienen  autoridad,  aunque  sean  el  resultado  de  un 
desconocimiento  parcial  o completo  del  tema. 

¿Por  qué  no  prestar  más  atención  a las  palabras  del 
profesor  William  Windle,  quien  luego  de  muchos  años  de 
investigación  dijo:  “We  are  prone  to  blame  inferior 
human  mentalities  on  poor  environment  or  defects  in  the 
germ  plasm.  Can  it  be  that  asphyxia  at  birth  is  partly  res- 
ponsible”? 

Esperamos  que  nuestra  aclaración  al  contenido  de  la 
carta  del  doctor  Mayol  sirva  su  propósito  y nos  estimule  a 
todos  a esforzarnos  por  ofrecer  y patrocinar  un  cuidado 
óptimo  a los  recién  nacidos  durante  esos  importantes 
primeros  minutos  de  su  vida. 

Miguel  Colón-Morales,  MD 

Director  Departamento  de  Anestesiología 

Hospital  del  Maestro,  Hato  Rey 
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SEROLOGIC  EVIDENCE  OF  CHLAMYDIAL  AND 

MYCOPLASMAL  PHARYNGITIS  IN  ADULTS. 

Komaroff,  AL  et  al.  Science,  1983;  222:927-929 

Se  estudiaron  adultos  jóvenes  con  faringitis  sin  otra 
manifestación  clínica  o con  signos  de  afección  bronco- 
pulmonar  además  de  la  faringitis.  El  propósito  fue 
averiguar  si  en  realidad  la  mayoría  de  las  faringitis  son 
causadas  por  virus  y las  demás  por  estreptococos.  La 
evidencia  de  infección  se  obtuvo  principalmente 
mediante  pruebas  serológicas.  En  el  grupo  con  faringitis 
sola  las  causas  principales  fueron:  Chlamydia 
trachomatis  (20.5%),  virus  (17.7%),  Mycoplasma 
pneumoiae  (10.6%),  Streptococcus  grupo  A(9%)  y 
probable  mononucleosis  (2%).  En  los  que  tuvieron 
faringitis  y manifestaciones  broncopulmonares  las 
causas  fueron  Chlamydia  trachomatis  (21%), 
Streptococcus  grupo  A(13.5%),  Mycoplasma 
pneumoniae  (8.9%)  y virus  incluyendo  mononucleosis 
(11%).  En  ambos  grupos  alrededor  del  40%  de  las 
faringitis  fue  por  microorganismos  susceptibles  a la 
eritromicina. 

José  E.  Sifontes,  MD,  FAAP 

ALAE  NASI  ACTIVATION  (nasal  Oaring) 
DECREASES  NASAL  RESISTANCE  IN  PRETERM 

INFANTS.  Carlo  WA,  Marlin  RJ,  Bruce  EN  et  al. 

Pediatrics  1983;  72:338-343 

La  resistencia  de  las  fosas  nasales  al  flujo  de  aire  repre- 
senta entre  el  31%  y 49%  de  la  resistencia  total  pulmonar. 
Los  neonatos,  obligatoriamente  respiran  por  la  nariz  de 
manera  que  la  resistencia  al  flujo  de  aire  en  las  fosas 
nasales  es  un  factor  determinante  de  la  ventilación 
pulmonar.  En  los  neonatos  a pretérmino  no  enfermos  la 
dilatación  de  las  alas  nasales  facilita  la  ventilación 
pulmonar  y la  estabilización  de  las  aerovías  superiores. 

José  E.  Sifontes,  MD,  FAAP 

CORRECTION  OF  CONGENITAL  HYDROCEPHALUS 
IN  UTERO.  Nakayama,  D.K.,  Harrison,  M.R.,  Berger, 
M.S.,  et  al  J.  Pediat.  Surg.  18:331-38,  1983 

Los  autores  presentan  un  modelo  experimental  para  la 
producción  de  hidrocefalia  en  fetos  animales,  que 


asemeja  el  cuadro  clínico  y patológico  observado  en 
infantes  humanos.  El  modelo  es  reproducible  y permite  el 
estudio  de  la  patogénesis  y de  alternativas  de  tratamiento 
en  fetos  identificados  con  esta  condición.  Este  reporte  se 
suma  a un  número  cada  vez  mayor  de  estudios  sobre 
intervención  quirúrgica  prenatal.  Con  el  advenimiento  de 
modalidades  diagnósticas  prenatales  y en  especial  el  uso 
frecuente  del  sonograma,  se  están  identificando  antes  del 
nacimiento  anomalías  congénitas  en  el  feto.  Varios 
estudios  demuestran  que  algunas  de  estas  condiciones  se 
deben  tratar  óptimamente  en  el  período  prenatal. 
Ejemplo  de  éstas  incluyen  la  hernia  diafragmática  donde 
se  puede  minimizar  la  hipoplasia  pulmonar  con 
corrección  en  útero;  la  hidronefrosis  congénita  donde  se 
puede  prevenir  el  daño  renal  con  drenaje  prenatal;  y la 
hidrocefalia  congénita  donde  ya  se  han  reportado  inter- 
venciones clínicas  en  humanos.  Estos  estudios  abren  un 
nuevo  campo  en  el  quehacer  quirúrgico — la  cirugía  fetal. 
Al  mismo  tiempo  arrojan  nuevas  interrogantes  éticas  en 
relación  a otras  estrategias  para  combatir  problemas 
congénitos,  tales  como  la  potencial  prevención  de  éstos, 
el  aborto,  o el  abordaje  quirúrgico  postnatal. 

Pedro  J.  Rosselló,  MD,  FACS,  FAAP 

SPORADIC  HEMORRHAGIC  COLITIS.  Centers  for 

Disease  Control,  Morbidity  and  Mortality  Weekly 
Report,  1984;  33:28-29 

In  1983,  CDC  reported  on  investigations  of  two  out- 
breaks of  a gastrointestinal  illness  designated  hemor- 
rhagic colitis.  The  illness  was  caused  by  a previously 
unrecognized  pathogen,  Escherichia  co// 0157;H7.  Since 
August  1982,  sporadic  cases  of  this  illness  have  been 
reported  to  CDC,  and  stool  specimens  have  been 
examined  from  patients  meeting  the  following  case 
definition:  a person  with  bloody  diarrhea,  abdominal 
cramps,  and  low-grade  or  no  fever,  whose  stool  culture  is 
negative  for  recognized  pathogens  including  Salmonella, 
Shigella,  Campylobacter,  and  Yersinia  and  for  ova  and 
parasites.  During  1983,  stool  specimens  were  examined 
from  35  ill  persons  in  16  states.  E.  coli  0157:H7  was 
identified  in  10  specimens  collected  a man  of  4.7  days 
after  onset  of  illness.  The  culture-negative  specimens 
were  colected  a mean  of  7.6  days  after  onset.  Patients 
ranged  in  age  from  2 to  80  years  (median  15  years),  and 
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both  sexes  were  equally  affected.  The  average  duration  of 
illness  was  10  days,  and  9 of  the  10  patients  were  hospita- 
lized. Barium  enemas  of  2 patients  revealed  spasm  in  one 
and  “thumbprinting”  in  the  ascending  colon  in  the  other. 
Sigmoidoscopy  performed  in  2 other  patients  revealed 
erythema,  edema  and  friable  mucosa.  None  of  the 
patients  required  transfusions,  and  four  were  treated  with 
antibiotics. 

Although  the  outbreak  cases  were  caused  by  eating 
hamburger  products,  no  common  exposures  have  yet 
been  identified  among  sporadic  cases.  The  frequency 
with  which  E.  i o//0157:H7  causes  hemorrhagic  colitis  in 
the  United  States  is  unknown.  Isolation  of  this  pathogen 
from  29%  of  submitted  specimens  suggests  that  it  is  an 
important  cause  of  bloody  diarrhea  in  patients  in  whom 
no  other  pathogens  are  detected.  The  organism  is  cleared 
rapidly  from  stool;  since  the  stool  specimens  were 
collected  earlier  for  culture-positive  than  for  culture- 
negative cases,  E.  coli  0157:H7  may  also  have  been  the 
responsible  pathogen  in  some  of  the  culture-negative 
cases. 

Comentario  Editorial: 

Los  Centros  de  Control  de  Enfermedades  (“CDC”) 
están  muy  interesados  en  procesar  muestras  de  excreta  de 
pacientes  que  sufran  los  síntomas  descritos  y que  además 
tengan  exámenes  de  excreta  negativos  para  Salmonella, 
Shigella,  Campylobacter,  Yersenia  y parásitos  intesti- 
nales. Como  la  bacteria  no  se  encuentra  en  los  cultivos 
tomados  después  de  la  primera  semana  de  enfermedad,  se 
recomienda  separar  una  muestra  de  excreta  lo  más 
pronto  posible  y guardarla  congelada  en  lo  que  vuelven 
los  resultados  de  los  exámenes  rutinarios.  Si  éstos  son 
negativos,  la  muestra  congelada  se  puede  enviar  a CDC 
en  Atlanta,  a través  de  la  División  de  Epidemiología  del 
Departamento  de  Salud  (751-3125). 

ÍIPICILLIN  AM>  CHLORAMPHENiCOL 
«STANCE  IN  SV'STEMIC  HEMOPHILUS 
ENZAE  DISEASE.  CDC.  MMWR  1984;  33:35-37 

In  August,  1983,  a 19-month-old  girl  was  transferred 
from  the  Dominican  Republic  to  a hospital  in  Houston, 
Texas,  with  a diagnosis  of  relapsing  Hemophilus 
influenzae  type  b (Hib)  meningitis.  Her  initial  cerebros- 
pinal fluid  (CSF)  examination  in  the  Dominican 
Republic  contained  800  white  blood  cells  (WBC), 
predominantly  polymorphonuclear  leukocytes,  and  a 
glucose  concentration  of  7 mg/dl.  She  was  treated  with 
ampicillin  and  chloramphenicol  for  72  hours  and  then 
changed  to  chloramphenicol  alone  for  9 more  days  after 
the  initial  Hib  isolate  was  demonstrated  to  be  beta- 
lactamase  positive.  At  the  end  of  a 12-day  course  of 
treatment,  the  patient  was  reported  well  and  afebrile. 
Lumbar  puncture  after  completion  of  treatment  was 
sterile,  showed  five  lymphocytes,  and  reportedly  had 
normal  glucose  and  protein  values.  Three  days  later  she 
developed  vomiting  and  fever  up  to  40.5  C.  She  was  again 
started  on  chloramphenicol  and  was  given  three  doses  of 
ceftazidime  before  arrival  in  Houston.  Her  CSF  at  this 
time  had  300  WBC/cu  mm,  with  39%  polys,  a glucose  of 
50  mg/dl,  and  a protein  concentration  of  52  mg/dl.  CSF 


culture  was  sterile,  but  counterimmunoelectrophoresis 
(CIE)  was  positive  for  Hib  polyribosylribitol  phosphate 
(PRP)  antigen.  She  received  a 12-day  course  of 
moxalactam  (200  mg/ kg/ day),  remained  afebrile  from 
the  second  day,  and  had  normal  neurologic  examinations 
throughout  hospitalization.  At  completion  of  therapy, 
the  CSF  was  sterile  and  CIE-negative  and  contained  99 
WBC,  2%  polys,  98%  monocytes,  protein  22  mg/dl,  and 
glucose  39  mg/dl.  The  original  CSF  isolate  from  the 
Dominican  Republic  was  confirmed  as  H.  influenzae 
type  b,  beta-lactamase  positive.  On  testing  in  Houston, 
the  organism  had  a minimum  inhibitory  concentration 
(MIC)  of  25  ug/ml  to  chloramphenicol  and  produced 
chloramphenicol  acetyltransferase.  The  MIC  and  MBC 
to  moxalactam  were  both  0.016  ug/ml. 

Resistance  of  H.  influenzae  strains  to  ampicillin  or 
chloramphenicol  is  of  growing  concern  among  medical 
practitioners.  By  1980-81,  ampicillin  resistance  rates  of 
17-28%  were  being  reported.  Resistance  of  Hib  strains  to 
both  ampicillin  and  chloramphenicol,  first  reported  in 
1980  and  seen  in  the  case  described  above,  is  rare. 
Presently,  there  are  no  indications  that  any  change  in  the 
initial  therapy  for  suspected  systemic  disease  caused  by 
H.  influenzae  — ampicillin  and  chloramphenicol — is 
warranted.  However,  the  substantial  rise  in  prevalence  of 
ampicillin  resistance  in  the  past  decade,  and  similarities 
in  mechanisms  mediating  ampicillin  and  chlor- 
amphenicol resistance,  suggest  the  possibility  that  chlor- 
amphenicol resistance  alone  of  combined  with  ampicillin 
resistance  could  emerge  as  a more  prevalent  problem. 

Comentario  Editorial: 

Con  el  constante  tráfico  que  hay  entre  Puerto  Rico  y la 
República  Dominicana,  cuánto  tiempo  pasará  antes  de 
que  tengamos  aquí  H.  influenzae  resistente  a 
cloranfenicol?  ¡Mucho  ojo  a las  recaídas  de  enfermedad 
causada  por  H.flul 

José  G.  Rigau  Pérez,  MD,  FAAP 

VACUNA  I3^Í<IFLUE#A  1983-1894' 

Ann  Intent^  Med.  1^3  99:497 

La  infecciones  por  el  virus  de  la  influenza  ocurren 
anualmente  como  epidemias  o pandemias.  El  RNA  de 
estos  viruses  es  segmentado  en  diferentes  fragmentos  que 
se  recombina  en  una  forma  específica  y antigénicamente 
se  alteran  cada  año.  Por  lo  tanto,  la  inmunidad  cambia  a 
pesar  de  que  hay  protección  antigénica  cruzada  que 
persiste  por  varios  años.  Cada  4 ó 5 años  hay  recombina- 
ciones que  resultan  en  serotipos  antigénicos  diferentes  y 
pueden  resultar  en  una  pandemia. 

En  los  últimos  14  años,  se  le  ha  atribuido  a la  influenza 
200,000  muertes,  la  mayor  parte  causada,  por  influenza 
A,  no  la  B o la  C.  Se  ha  notado  una  frecuencia  más  alta  de 
los  síndromes  de  Reyes  y Guillian-Barre  con  epidemias 
de  influenza  B.  La  mayor  parte  de  las  muertes  es  en  los 
envejecientes  o personas  con  enfermedades  crónicas.  El 
virus  de  influenza  A se  clasifica  dependiendo  de  la  pre- 
sencia de  3 tipos  de  hemaglutininas  (H  i,  H2,  Hj)  y de  dos 
subtipos  de  neuraminidasas  (Ni,  N2).  Los  antígenos  de 
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inlluen/a  B son  mucho  más  estables  que  los  de  influenza 
A. 

Las  nuevas  vacunas  se  constituyen  seleccionando  las 
cepas  virales  de  epidemias  previas  y proyectando 
cambios  por  epidemias  que  ocurren  alrededor  del 
mundo.  En  E.E.U.U.  en  1982-83  el  80%  de  las  cepas  de 
influenza  aisladas  fueron  influenza  A (Hí  N:)  muy  similar 
a las  cepas  A Bangkok  79  (H\  N-).  Recientemente  las 
cepas  A Filipinas/ 2/82  es  responsable  por  los  nuevos 
casos  de  influenza.  Otra  cepa  que  ha  producido 
enfermedad  recientemente  es  AH'  N',  que  se  parece  a 
A England  333/80  que  reaciona  cruzadamente  con 
A Brazil  1 1 , 78.  El  virus  de  influenza  B prevalente  en  el 
momento  es  el  B,  Singapore/ 222/ 79. 

Con  estos  viruses  en  mente,  la  vacuna  oficial  1983- 
1984,  contiene  15  microgramos  de  hemaglutinina  de  cada 
uno  de  los  siguientes:  A,Brazil/78  (H'  N'), 

A Philippines,  82  (H.i  N2),  y B,  Singapore/ 79  por  dosis 
de  0.5  mi.  Adultos  y niños  mayores  de  12  años  requieren 
sólo  una  dosis  y los  niños  menores  de  1 2 años  2 dosis  de  la 
\acuna  a menos  que  se  hayan  vacunado  para  influenza 
entre  1978  y 1982.  Se  sugiere  el  uso  de  vacunas  de  virus 
partido  en  los  niños  por  tener  menos  efectos  secundarios. 

La  vacuna  debe  administrarse  anualmente  a todas  las 
personas  mayores  de  65  años  y a aquellos  con  enferme- 
dades subyacentes  y predisponentes  como  enfermedad 
cardíaca  congénita  o adquirida,  enfermedad  crónica 
obstructiva  pulmonar,  enfermedad  crónica  renal,  anemia 
crónica  o cualquier  paciente  inmunocomprometido.  El 
embarazo  no  es  una  contraindicación.  La  vacuna  puede 
administrarse  con  seguridad  a mujeres  en  los  segundos  y 
tercer  trimestres  de  embarazo.  La  vacuna  de  influenza, 
como  es  inactivada,  presenta  un  potencial  bajo  de 
to.xicidad  a la  madre  o el  feto. 

Los  efectos  secundarios  de  vacunación  incluyen: 
fiebre,  malestar,  mialgias,  sibilacias,  reacciones  alérgias  y 
rara  vez  angioedema.  A pesar  de  que  la  vacuna  de 
influenza  porcina  de  1976  demostró  una  incidencia 
aumentada  de  Guillian-Barré,  esta  asociación  de  riesgo 
no  ha  recurrido  con  las  temporadas  de  vacunación  de 
influenza  entre  1978  y 1981. 

Los  pacientes  que  son  incapaces  de  recibir  la  vacuna  o 
que  la  reciben  durante  una  epidemia  deben  ser  protegidos 
con  el  medicamento  antiviral,  amantadina,  que  puede 
prevenir  la  infección  y moderar  la  enfermedad.  Para 
prevenir  la  infección,  amantadina  debe  administrarse 
oralmente  y diariamente  mientras  la  epidemia  dure, 
usualmente  6-8  semanas,  o hasta  que  el  paciente  haya 
desarrollado  protección  por  la  vacuna,  10-14  días. 

( arlos  M.  Kaniirez-Ronda,  MD,  K.A(  P 

NALOXONE  FAILS  TO  ANTAGONIZE 
NITROUS  OXIDE  ANALGESIA  FOR 
C LINICAL  PAIN.  Levine  JD,  Gordon  NC, 
Fields  HL.  Pain  1982,  13(2) 

Since  the  discovery  of  the  endogenous  opioids,  pain 
relief  has  been  attributed  to  their  action  on  special  brain 
centers.  In  measuring  pain  thresholds  it  was  found  that 
pain  relief  affected  by  these  endogenous  peptides  was 


effectively  reduced  or  completely  eliminated  by 
naloxone. 

The  authors  were  interested  in  determining  whether 
N-O  analgesia  mediates  its  analgesic  effect  by  the  release 
of  the  endorphins. 

Thirty  patients  were  used  in  their  study.  All  had  the 
same  surgical  procedure  for  removal  of  a wisdom  tooth 
with  exposure  of  the  tooth  pulp.  All  were  sedated  with 
valium,  had  local  nerve  block  and  N-O  inhalation.  Ten 
were  not  given  any  futher  medication.  Ten  had  a placebo 
injected  in  a previously  placed  IV  line.  Ten  had  naloxone 
instilled  in  their  IV  lines. 

It  was  found  that  naloxone  did  not  reduce  the  level  of 
analgesia  produced  by  N-O.  They  therefore  reasoned  that 
the  analgesia  effect  of  N-O  was  not  mediated  by 
endorphin  release. 

There  was  a most  fascinating  and  unexpected  result  by 
another  investigator  who  studied  tooth  pulp  stimulation. 
He  found  that  the  effects  of  N-O  on  the  cerebral-evoked 
potential  were  completely  reversed  by  does  of  naloxone, 
but  the  effect  of  naloxone  on  the  severity  of  pain  was 
practically  nil. 

Athough  it  is  not  mentioned  in  the  article,  1 presume 
that  the  analgesic  effect  produced  by  N-O  inhalation  can 
be  explained  by  the  fact  that  it  actually  reduces  the  sense 
of  reality. 

Nathan  Rifkinson,  MD 

INFLUENCE  OF  CIGARETTE  SMOKING  ON 
HEALING  AND  RELAPSE  IN  DUODENAL  ULCER 
DISEASE.  Kouman  M.G.,  Hanstay  J,  Eaves  ER,  and 

G.T.  Schmidt,  Gastroenterology  85:871-874,  1983 

Los  autores  evaluaron  el  efecto  de  fumar  cigarrillos  en 
la  terapia  de  úlcera  péptica  activa  y en  la  recidiva  de 
úlceras  una  vez  terminada  la  terapia. 

135  pacientes  con  úlcera  péptica  activa  se  trataron  con 
bloqueadores  de  receptores  H-2.  A las  cuatro  semanas 
79%  de  los  pacientes  tenían  las  úlceras  sanas.  Cuando 
compararon  fumadores  con  no  fumadores,  encontraron 
que  61  de  64  (95)  de  los  no  fumadores  tenían  sus  úlceras 
sanadas  en  comparación  con  45  de  7 1 (63%,  p<0.001)de 
los  fumadores.  En  los  que  fumaban  menos  de  9 cigarrillos 
al  día  89%  sanaron  sus  úlceras;  de  10  a 19  cigarrillos  al 
día,  69%  sanaron;  de  20  a 29  cigarrillos  por  día,  56% 
sanaron;  y los  que  fumaban  más  de  30  cigarrillos  al  día, 
40'^'f,  sanaron  sus  úlceras.  El  fumar  afectó  adversamente 
la  frecuencia  de  recaída  de  úlceras.  Se  hizo  un 
seguimiento  de  doce  meses  en  los  pacientes  que  habían 
sanado  sus  úlceras.  En  ese  período  de  tiempo,  el  53%  de 
los  no  fumadores  tuvieron  recaída;  el  84%  de  los 
fumadores  tuvieron  recaída.  El  estudio  demuestra 
claramente  el  efecto  negativo  que  tiene  el  fumar 
cigarrillos  en  la  curación  de  úlceras  pépticas  y en  la  tasa 
de  recurrencia  en  esta  enfermedad. 

.Angel  üla/abal,  MI),  F.ACP 
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Socios  Nuevos 


• ACTIVOS 

Anduze  Rosa,  Luz  H.,  MD  - Escuela  de  Medicina,  Univ. 
Aut.  de  Barcelona,  España,  1975,  Especialidad: 
Neurología.  Ejerce  en  Hato  Rey 

Asencío  Ramírez,  Alida,  MD  - Escuela  de  Medicina 
Universidad  de  Puerto  Rico,  1979,  Especialidad; 
Pediatría.  Ejerce  en  Caguas. 

Anduze  Rosa,  Luz  H.,  MD  - Escuela  de  Medicina, 
Universidad  Autónoma  de  Barcelona,  España,  1975, 
Especialidad:  Neurología.  Ejerce  en  Hato  Rey. 

Berrios  Huertas,  Julia  E.,MD  - Escuela  de  Medicina 
Universidad  Central  del  Este,  República  Dominicana, 
1979,  Medicina  General.  Ejerce  en  Caguas. 

Canabal,  Manuel,  MD  - Escuela  de  Medicina 
Universidad  de  Madrid,  España,  1954,  Especialidad: 
Pediatría.  Ejerce  en  Mayaguez. 

De  la  Rosa  Padró,  Maritza,  MD  - Escuela  de  Medicina 
Universidad  Central  del  Caribe,  Cayey,  1980, 
Especialidad;  Medicina  de  Familia.  Ejerce  en  Guaynabo. 

Díaz  Sanabria,  Leonora,  MD  - Escuela  de  Medicina 
Universidad  Central  del  Este,  República  Dominicana, 
1978,  Medicina  General.  Ejerce  en  Toa  Alta. 

Faisca  Rosado,  Wilfredo,  MD  - Escuela  de  Medicina 
Zaragoza,  España,  1976,  Especialidad:  Medicina  de 
Familia.  Ejerce  en  Trujillo  Alto. 

Franco,  Heberto  Augusto,  MD  - Escuela  de  Medicina 
Univerisad  Central  de  Madrid,  España,  1962, 
Especialidad:  Anestesiología.  Ejerce  en  Ponce. 


López  Delgado,  Edwin,  MD  - Escuela  de  Medicina 
Universidad  Central  del  Este,  República  Dominicana, 
1979,  Medicina  General.  Ejerce  en  Juncos. 

Martínez  Fortier,  Félix,  MD  - Escuela  de  Medicina 
Santiago  de  Compostela,  España,  1974,  Especialidad: 
Obstetricia  y Ginecología.  Ejerce  en  Isabela. 

Medina  Torres,  Angel  Rolando, MD  - Escuela  de 
Medicina  Universidad  Autónoma  de  Guadalajara, 

México,  1976,  Especialidad:  Cirugía.  Ejerce  en 
Mayaguez. 

Rivera  Sifonte,  Tomás  H.,  MD  - Escuela  de  Medicina 
Universidad  Aut.  de  Guadalajara,  México,  1975, 

Medicina  General.  Ejerce  en  Aguada. 

Rodríguez  López,  Héctor,  MD  - Escuela  de  Medicina 
Santiago  de  Compostela,  España,  1976,  Medicina 
General.  Ejerce  en  Cidra. 

Rodríguez  Meléndez,  Nibia  L,  MD  - Escuela  de 
Medicina  Universidad  de  Barcelona,  España,  1975, 

Especialidad:  Medicina  Interna,  Sub-Especialidad; 
Endocrinología.  Ejerce  en  Caguas. 

Sánchez,  Carmen  L,  MD  - Escuela  de  Medicina 
Universidad  de  Salamanca,  España,  1972,  Medicina 
General.  Ejerce  en  Aguada. 

Vizcarrondo  Berrios,  Fernando,  MD  - Escuela  de 
Medicina  Universidad  de  Zaragoza,  España,  1976, 

Especialidad:  Cirugía  General.  Ejerce  en  Caguas. 

Lugo  Píaza,  Edwin,  MD  - Escuela  de  Medicina 
Universidad  de  Zaragoza,  España,  1970,  Especialidad; 
Neurocirugía.  Ejerce  en  Hato  Rey. 
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QUICK  TEST  CAN  CONFIRM 
PRESENCE  OF  HERPES 

A little  used  test  can  positively  confirm  the  presence  of 
herpes  in  two  minutes.  But  a negative  finding  using  the 
procedure,  called  the  Tzanck  smear,  does, not  necessarily 
mean  that  a lesion  is  herpes  free,  say  University  of 
Michigan  Medical  Center  researchers. 

The  finding  reported  in  a February  issue  of  JAMA  is 
significant  not  merely  for  those  herpes  victims  who  suffer 
discomfort,  but  also  for  those,  such  as  leukemia  patients 
and  newborns,  whose  lives  may  be  threatened  by  the 
infection.  To  avoid  infecting  newborns,  the  Tzanck 
procedure  could  be  used  in  maternity  wards  to  indicate 
when  to  by-pass  an  infected  birth  canal  and  perform  a 
cesarean  section  to  protect  the  baby. 

A positive  Tzanck  smear  had  a 94. 1 percent  correlation 
with  positive  cultures  confirming  the  presence  of  herpes 
simplex  in  skin  lesions,  say  medical  center  researchers 
Alvin  R.  Solomon,  MD,  and  colleagues.  And  yet, 
“despite  the  rapid  and  simple  procedure  involved  in 
doing  the  Tzanck  preparation,  it  is  our  impression  that  it 
is  not  commonly  used,”  they  say.  “It  is  certainly  not 
considered  a standard  procedure  in  the  community  of 
microbiologists.” 

Viral  cultures  were  positive  78  percent  of  the  time, 
compared  with  54  percent  for  the  Tzanck  test.  Thus,  the 
culture  method  is  more  accurate,  but  when  the  Tzanck 
test  is  positive,  it  is  highly  accurate,  with  its  94. 1 percent 
correlation  with  cultures. 

“This  indicates  that  a positive  Tzanck  smear  can  be 
taken  as  substantial  proof  of  the  presence  of  herpetic 
infection,  but  a negative  result  does  not  carry  such  an 
association,”  the  researchers  say. 

The  Tzanck  procedure  involves  placing  a frozen, 
prepared  scraping  of  a suspect  lesion  under  a microscope 
to  analyze  the  skin  cells.  Certain  microscopic  anomalies, 
serving  as  a fingerprint  for  herpes  infection,  can  be  noted 
immediately  by  a physician.  The  entire  procedure  can  be 
done  in  an  office  setting. 

More  accurate  herpes  tests  are  not  always  available. 
Furthermore,  they  require  hours  or  days  before  results 
are  known.  Says  Solomon,  “For  immediate  satisfaction 
and  technical  ease,  the  Tzanck  preparation  is  obviously 
superior  to  immunoperoxidase  or  fluorescent  antibody 
staining,  electron  microscopy  and  skin  biopsy. 

“Our  study  suggests  that  a positive  Tzanck  preparation 


is  a helpful,  accurate,  economical  device  for  the  early 
diagnosis  of  herpes  simplex,”  the  researcher  says.  “It 
takes  us  approximately  two  minutes  to  perform  and  costs 
about  $50  less  than  a culture.” 

> ¿ ANTISMOKING  EFFORTS  AMONG 
SPREGNANT  WOMEN  BENEFITS  BABIES 

Pregnant  women  who  participate  in  antismoking 
programs  cut  their  cigarette  consumption  in  half  and 
ultimately  bear  babies  who  are  significantly  heavier  and 
longer  than  the  babies  of  prospective  mothers  who  don’t 
change  smoking  habits. 

Mary  Sexton,  PhD,  MPH  and  J.  Richard  Hebei,  PhD, 
of  the  University  of  Maryland  School  of  Medicine  report 
in  a February  issue  of  JAMA  that  women  who  smoked 
six  cigarettes  per  day  bore  children  who  were  92  grams 
heavier  than  the  babies  of  mothers  who  smoked  13 
cigarettes  each  day.  The  heavier  babies  were  also  0.6  cm 
longer  that  their  lighter  counterparts.  This  study  of  935 
pregnant  women  represents  the  first  prospective 
evaluation  of  smoking  and  pregnancy,  the  researchers 
say. 

“The  major  findings  from  our  study  are  that 
antismoking  intervention  is  feasible  to  conduct,  accepted 
by  pregnant  women,  and  effective  in  producing  a 
reduction  in  smoking,  and,  most  important  of  all,  that 
cessation  even  during  pregnancy  improves  the  birth 
weight  of  the  baby,”  say  the  researchers. 

Aside  from  measuring  the  weight  and  length  of  babies, 
the  Maryland  researchers  also  noted  that  the  saliva  of 
pregnant  women  who  smoked  had  higher  concentrations 
of  the  cigarette-chemical  thiocyanate.  The  inclusion  of 
this  chemical  test  makes  the  study  unique  and  supports 
“most  strongly  that  it  was  a reduction  in  the  toxicity  of 
cigarette  smoking  itself  that  lead  to  an  improvement  in 
birth  weight,”  the  researchers  say. 

“Surely  this  article  in  context  with  the  remaining  litera- 
ture on  the  subject,  leads  even  the  most  careful  scientist  to 
conclude  that  smoking  while  pregnant  is  unhealthy  and 
its  cessation  or  substantial  reduction  is  a valuable 
strategy  to  improve  the  quality  of  human  reproduction,” 
comments  Richard  H.  Aubry  , MD,  in  an  accompanying 
editorial. 

Aubry  noted  that  the  study  showed  that  a reduction  in 
cigarette  smoking  corresponds  to  a 25  percent  reduction 
in  the  rate  of  frequency  of  babies  born  weighing  less  that 
2,500  grams.  J he  Syracuse,  NY  researcher  suggests  that 
physicians  should  respond  to  the  study’s  findings  by 
employing  “meaningful  antismoking”  efforts  in  their 
everyday  medical  care  practice. 

PERCUTANEOUS  TRANSLUMINAL 
ANGIOPLASTY 

Using  a tiny  balloon  to  relieve  arterial  obstruction  is  an 
effective  alternative  to  surgical  bypass  grafting  in  some 
patients,  according  to  a report  from  the  American 
Medical  Association’s  Council  on  Scientific  Affairs  in  a 
February  issue  of  JAMA. 

The  procedure,  called  percutaneous  tra-nsluminal 
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angioplasty  (PTA),  involves  threading  a balloon-tipped 
catheter  through  a narrowed  or  blocked  portion  of  an 
artery  and  inflating  the  balloon  to  compress  the 
obstuction  against  the  vessel  wall. 

PTA  has  proved  70  to  93  percent  effective  in  treating 
obstructive  lesions  in  the  iliac  and  femoral  arteries  of  the 
pelvis  and  thighs  that  can  cause  leg  pain,  skin  ulcers  and 
minor  gangrene.  The  procedure  is  about  60  to  90  percent 
effective  for  relieving  coronary  artery  obstructions  that 
result  in  angina.  PTA  for  renal  artery  lesions  is  more 
complicated  and  results  have  been  less  reliable. 

PTA  can  be  performed  under  local  anesthesia  and 
requires  fewer  days  of  hospitalization  compared  to  con- 
ventional surgical  interventions.  It  is  especially 
warranted  in  those  cases  where  surgery  would  entail  high 
risk,  such  as  in  obese  patients  and  those  with 
cardiopulmonary  insufficiency. 

Heart  patients  with  a brief  history  of  anginal  pain  who 
have  a short,  malleable  lesion  in  one  coronary  artery  are 
most  likley  to  benefit  from  coronary  PTA,  the  AMA 
Council  states.  “While  PTA  may  be  considered  in 
patients  who  have  substantial  obstruction  in  one  major 
coronary  vessel  and  minor  involvement  of  other 
coronary  vessels,  use  of  the  procedure  if  there  is  more 
extensive  disease  remains  investigational. 

“Any  candidate  for  coronary  artery  PTA  also  must  be 
a candidate  for  coronary  artery  bypass  surgery  and  be 
willing  to  accept  such  surgery  if  a complication  of  PTA 
occurs,”  adds  the  Council. 

Because  of  potentially  serious  complications,  PTA 
should  be  used  to  treat  a renal  artery  obstruction,  the 
AMA  Council  says,  only  if  it  is  responsible  for 
hypertension  or  impaired  kidney  function  that  cannot  be 
managed  by  more  conservative  means,  such  as  drug 
therapy.  The  procedure  is  most  successful  when  a lesion  is 
confined  to  one  renal  artery  away  from  its  origin  in  the 
wall  of  the  aorta,  according  to  the  Council  and  Harvard 
Medical  School  researcher  David  C.  Levin,  MD,  in  a 
related  review  of  renal  PTA  in  the  current  JAMA. 

Although  long-term  results  of  renal  artery  PTA  are  not 
yet  available.  Levin  asserts  that  PTA  and  surgery  “are 
generally  comparable  and  that  the  two  techniques  should 
be  considered  complementary  rather  than  competitive.” 
PTA  might  be  considered  the  first  recourse  in  a treatment 
armamenterium  that  could  include  arterial  reconstruc- 
tion and,  ultimately,  removal  of  the  kidney.  Levin 
suggests.  “Simply  by  delaying  the  neccessity  of  surgery 
for  a number  of  years,  PTA  would  be  a highly  valuable 
addition  to  the  treatment  regimen,”  he  adds. 

SUNSCREENS  DO  NOT  PREVENT  / 

/ SKIN  DAMAGE 

A suntanned  skin  is  a sun  damaged  skin,  asserts  Lewis 
H.  Kaminester,  MD,  of  North  Palm  Beach,  Florida,  in  a 
February  issue  of  JAMA.  Replying  to  another 
physician’s  query  regarding  the  efficacy  of  sunscreens, 
Kaminester  says  that  any  preparation  that  allows  tanning 
also  allows  penetration  of  ultraviolet  light  rays  to  the 
epidermal  skin  cells  which  produce  melanin,  a dark 
pigment  that  helps  protect  against  further  sun  damage. 
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The  long-term  consequences  of  sun  tanning,  even 
without  preceding  sunburns,  include  wrinkling, 
premature  aging,  brown  spots  and  skin  cancer, 
Kaminester  points  out.  Frequent  applications  of 
sunscreens  to  minimize  suntan  as  well  as  to  prevent 
sunburn  is  his  advice  to  sun  worshipers. 

NO  BREAST  CANCER  LINK  TO 
THYROID  DRUGS 

New  findings  published  in  a February  issue  of  JAMA 
contradict  a 1976  study  linking  an  increased  risk  of  breast 
cancer  to  treatment  with  thyroid  supplement  medica- 
tions. Daniel  A.  Hoffman,  PhD,  and  colleagues  at  the 
National  Cancer  Institute  and  the  Mayo  Clinic  found  no 
increase  in  breast  cancer  associated  with  the  supplements 
among  1,665  hypothyroid  women  who  were  treated  at  the 
Mayo  Clinic  between  1946  and  1964.  They  saw  an  excess 
of  breast  cancer  only  among  the  women  who  also  had  a 
history  of  breast  biopsy.  Because  a similar  excess  was 
seen  among  1,584  women  with  a previous  breast  biopsy 
who  had  not  received  thyroid  supplements,  the  increased 
incidence  seems  unrelated  to  the  medication,  the 
researchers  conclude. 

REYE’S  SYNd"rOME  AND  ASPIRIN  THERAPY 

The  low  incidence  of  Reye’s  syndrome  among  children 
receiving  long-term  aspirin  therapy  for  inflammatory 
disorders  has  been  cited  as  evidence  against  a causal 
relationship  between  the  drug  and  the  disease.  Two  such 
cases,  reported  in  a February  issue  of  JAMA  demons- 
trate findings  of  impaired  liver  function  that  is  both  a 
hallmark  of  Reye’s  syndrome  and  a well-recognized  toxic 
effect  of  long-term  aspirin  therapy  in  children.  Similar- 
ities and  differences  between  this  aspirin  hepatotoxicity 
and  Reye’s  syndrome  raise  as  yet  unanswerable  questions 
of  whether  they  are  part  of  the  same  clinical  spectrum  or 
distinct  entities,  writes  Richard  S.K.  Young,  MD,  from 
Milton  S.  Hershey  Medical  Center,  Hershey,  Pa.  Until 
aspirin  is  proven  to  have  a causal  or  contributory  role  in 
Reye’s  syndrome,  it  should  not  be  abandoned  as  an 
effective  long-range  therapy  for  juvenile  rheumatoid' 
arthritis.  Young  says. 

INJECTABLE  COLLAGEN  FOR  SKIN  DEFECTS 

Injectable  collagen  is  an  easy  to  use,  safe  and  effective 
method  for  minimizing  some  facial  wrinkles  and  scars, 
say  Frank  M.  Kamer,  MD,  and  Michael  M.  Churukian, 
MD,  from  the  UCLA  School  of  Medicine  and  the 
University  of  Southern  California  School  of  Medicine, 
Los  Angeles.  Their  review  of  results  in  3Ü0  patients 
receiving  collagen  implants  appears  in  the  February  1984 
issue  of  Archive.')  oj  Otolaryngology.  Age-related  facial 
lines,  such  as  vertical  “frown”  furrows  above  the  nose  and 
creases  around  the  mouth,  responded  well,  they  found; 
results  with  acne  scars  were  variable.  Delayed 
hypersensitivity,  their  “only  truly  discouraging”  compli- 
cation, developed  in  1.3  percent  of  the  patients,  with  such 
reactions  as  persistent  redness,  swelling  and  itching. 
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VASCULAR  DAMAGE  IMPLICATED  IN 
IMPOTENCE  STUDY 

The  most  consistent  organic  abnormality  in  patients 
with  radiation  associated  impotence  is  vascular  disease, 
according  to  Irwin  Goldstein,  MD,  of  Boston  University 
School  of  Medicine,  and  colleagues  writing  in  a February 
issue  of  JAMA.  They  studied  23  prostatic  cancer  patients 
receiving  radiation  therapy  and  found  no  injury  to  pelvic 
nerves,  but  “vascular  disease  was  identified  in  all  15 
patients  whose  erectile  capacity  changed  after  radiation 
therapy.” 

D & E FOUND  SAFER  METHOD  FOR  ^I 
^ MIDTRIMESTER  ABORTION  ^ 

Dilatation  and  evacuation  (D&E)  is  safer  method  of 
midtrimester  abortion,  say  Michael  E.  Kafrissen,  MD, 
MSPH,  and  colleagues  from  Atlanta’s  Centers  for 
Disease  Control.  Writing  in  a February  issue  of  JAMA, 
the  researchers  say  thay  compared  D&E  with  another 
method  considered  safer  by  some  (intra-amniotic 
instillation  of  hyperosmolar  urea  and  prostaglandin  F 
2a).  The  latter  method  resulted  in  significantly  more 
serious  complications  than  D&E  (1.03  vs.  0.49  per  100 
abortions).  The  advantage  applies  up  to  16  weeks,  after 
which  the  relative  risks  of  the  two  methods  are 
comparable,  they  say. 

COCAINE  SNORTING  IMPLICATED  IN 
INTRACRANIAL  BLEEDING 

The  first  report  of  cocaine  snorting  resulting  in 
intracranial  bleeding  is  reported  in  this  month’s 
of  Neurology.  Peter  J.  Lichtenfeld,  MD,  of  State 
University  of  New  York  of  Stony  Brook,  and  colleagues 
report  on  two  cases  of  subarachnoid  hemorrhage 
precipitated  by  cocaine  snorting.  Damage  was  identified 
by  CT  scans  of  the  head,  and  included  an  aneurysm  that 
required  surgery  and  a large  arteriovenous  malforma- 
tion. “The  potential  for  death  from  intracranial  bleeding 
is  apparent,  although  we  could  find  no  cases  in  which  a 
subarachnoid  hemorrhage  was  implicated  as  the  cause  of 
death,”  the  researchers  say. 
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AIDS  EYE  PROBLEMS  POSSIBLE  MARKER 
FOR  POOR  PROGNOSIS 

Eye  problems  associated  with  acquired  immune 
deficiency  syndrome  (AIDS)  may  be  a marker  for  poor 
prognosis. 

Mary  Khadem,  MD,  of  Chicago’s  Northwestern 
University  Medical  School  and  colleagues  found  that  4 of 
the  8 AIDS  patients  that  they  examined  also  had  eye 
abnormalities  and  that  these  were  the  only  patients  who 
eventually  died. 

“These  observations  suggest  that  opthalmologic 
abnormalities  are  common  in  patients  with  AIDS,  are 
associated  with  severe  immunoregulatory  abnormalities, 
and  predict  poor  prognosis,”  report  the  researchers  in  the 
February  1984  issue  of  the  Archives  of  Opilialmology. 
The  researchers  discovered  the  AIDS  patients  among  41 
homosexual  men  randomly  selected  from  a group  of  200 
persons  who  are  participating  in  a prospective  study  on 
homosexuality. 

All  four  of  the  patients  with  the  eye  complications 
suffered  from  more  opportunistic  infections  than  did  the 
AIDS  patients  with  unaffected  eyes.  The  AIDS-eye 
patients  also  showed  “a  significantly  lower  total 
leukocyte  count,”  and  all  exhibited  disseminated 
cytomegalovirus  infection  compared  to  none  of  the  other 
four  patients. 

The  eye  abnormalities  consisted  of  conjunctivitis, 
retinitis,  and  retinal  bleeding.  All  of  the  AIDS-eye 
patients  died  four  to  six  months  following  the  initial 
identification  of  these  eye  abnormalities. 

“Compared  with  those  with  normal  findings  in  eye 
examination,  the  four  with  abnormal  examination 
results  had  a more  marked  perturbation  of  immunoregu- 
lation  as  demonstrated  by  a decreased  number  of 
leukocytes,  absolute  number  of  lymphocytes  and  helper- 
suppressor  cell  ratio,”  the  researchers  said.  “Although  the 
importance  of  these  findings  will  be  establised  only  as  a 
result  of  prospective  studies,  our  data  suggest  the 
appearance  of  retinal  abnormalities  portends  an 
extremely  poor  prognosis.” 
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PATIENT  RECOVERS  DAMAGES  FOR 
UNSUCCESSFUL  TUBAL 
CAUTERIZATION 

A patient  could  recover  for  medical  expenses  and  pain 
and  suffering  associated  with  childbirth  after  a 
sterilization,  but  she  could  not  recover  for  child-rearing 
expenses,  a federal  appellate  court  for  the  District  of 
Columbia  ruled. 

The  patient  discovered  that  she  was  pregnant  in  1978 
and  elected  to  have  an  abortion.  Her  physician 
recommended  a hysterectomy,  but  she  thought  that  was  a 
rather  drastic  procedure  so  she  consulted  a second 
physician.  He  recommended  a tubal  cauterization.  She 
agreed,  and  the  abortion  and  tubal  cauterization  were 
performed  on  March  14,  1978.  Afterwards,  he  allegedy 
told  her  that  the  operation  was  a success  and  that  she 
would  not  have  to  worry  about  getting  pregnant  again. 

Despite  the  surgery,  she  became  pregnant  in 
September  1979.  She  gave  birth  to  a healthy  child,  and 
underwent  another  tubal  ligation.  She  filed  suit  against 
the  physician  who  performed  the  tubal  cauterization  for 
negligence  and  failure  to  obtain  informed  consent.  A trial 
court  awarded  her  $10,000  in  medical  expenses,  $100,000 
for  pain  and  suffering,  and  $200,000  for  child-rearing 
expenses. 

On  a motion  by  the  physician,  the  court  said  that  there 
was  proof  of  only  $6,000  in  medical  expenses,  that  a new 
trial  was  required  on  the  negligence  claim  because  one  of 
the  patient’s  expert  witnesses  should  not  have  been 
allowed  to  testify,  and  that  all  of  the  child-rearing 
expenses  would  be  disallowed. 

On  appeal,  the  court  said  the  patient  would  have 
considered  the  one  to  three  chances  in  a thousand  that  the 
tubal  cauterization  would  fail  to  be  a significant  risk.  She 
had  a history  of  pregnancy-related  problems  and  had 
been  told  that  she  might  not  make  it  through  another 
pregnancy.  Once  the  extraordinary  dangers  of  childbirth 
for  the  patient  had  passed,  she  shared  the  general  view 
that  having  a child  would  be  a positive  experience.  She 
gave  birth  to  a healthy  child  and  could  not  recover  child- 
rearing  expenses,  the  court  said.  The  trial  court’s  decision 


was  affirmed.  — Hartke  v.  McKelway,  707  F.2d  1544 
(C.A.,  D.C.,  May  20,  1983;  as  amended.  May  20,  1983). 

NO  NEGLIGENCE  IN 
TREATMENT  OF  FRACTURE 

Evidence  supported  a finding  that  an  orthopedic 
surgeon’s  treatment  of  a child’s  arm  did  not  constitute 
malpractice,  a Louisiana  appellate  court  ruled. 

The  child  was  examined  in  a hospital  emergency  room 
by  the  surgeon  after  a fall  from  a tree.  The  surgeon 
diagnosed  multiple  fractures  of  the  left  wrist  and  elbow 
after  X-rays  were  taken.  He  manipulated  the  fracture, 
applied  a long-arm  cast,  administered  medication  for 
pain,  and  admitted  the  child  for  observation.  He  told  the 
child’s  parents  that  he  would  return  the  next  morning  to 
place  the  child’s  arm  in  a sling  and  that  she  could  then  go 
home.  He  instructed  the  nursing  staff  to  check  the 
patient’s  fingers  every  two  hours  and  contact  him  if  there 
were  circulation  problems. 

The  surgeon  did  not  return  to  see  the  child,  and  after 
two  days  it  was  discovered  that  he  had  died.  A second 
orthopedic  surgeon  took  over  the  child’s  case.  He 
removed  the  cast  and  pinned  the  fractured  elbow.  Nurses’ 
notes  made  during  the  time  between  admission  and  the 
pinning  showed  that  the  arm  was  swollen  but  that  the 
circulation  was  good. 

Four  years  after  the  accident,  the  child  was  seen  by  a 
third  orthopedic  surgeon,  who  was  told  that  the  elbow 
would  sometimes  “pop”  when  the  child  placed  pressure 
on  the  arm.  A small  bone  spur  was  found  on  arthrogram, 
which  the  surgeon  said  probably  resulted  from  placement 
of  the  pin. 

The  child’s  father  filed  suit  against  the  first  surgeon’s 
estate,  alleging  negligent  treatment  of  the  child.  The  trial 
court  decided  for  the  estate. 

On  appeal,  the  father  contended  that  the  trial  court 
erred  in  not  applying  the  doctrine  of  res  ipsa  loquitur  in 
the  case.  The  court  pointed  out  that  the  doctrine  was 
appropriate  only  if  the  body  of  proof  established  or 
suggested  that  alleged  negligence  excluded  every  other 
reasonable  hypothesis  as  to  the  cause  of  an  injury.  The 
court  said  that  there  was  no  evidence  that  the  surgeon’s 
decision  to  treat  the  child’s  arm  by  casting  and 
manipulation  constituted  such  negligence  that  it  was  the 
most  plausible  explanation  for  her  later  problems. 

The  third  surgeon  testified  by  deposition  that  there  was 
nothing  abnormal  or  unusual  in  the  treatment  given  and 
that  pain  and  suffering  were  natural  consequences  of  an 
injury  such  as  the  child  suffered.  Agreeing  with  the  trial 
Judge’s  conclusion  that  the  treatment  did  not  constitute 
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malpractice,  the  court  affirmed  the  lower  court’s 
judgment. — Paul  v.  St.  Paul  Fire  & Marine  Insurance 
Company.  430  So. 2d  285  (La.Ct.  of  App.,  April  13, 
1983). 

PHYSICIAN  NEGLIGENT  IN^-<f^fe 
PATIENrS  KNEE  SURGERY  " \ 

A judgment  totaling  $400,000  against  a physician  for 
negligence  in  performing  knee  surgery  should  be 
reinstated,  a New  York  appellate  court  ruled. 

A patient  suffered  from  rheumatoid  arthritis  since 
1963.  By  1972,  the  disease  had  advanced  to  the  stage 
where  he  had  lost  the  ability  to  extend  or  straighten  his 
knees,  although  he  could  bend  them  without  restriction. 
In  an  effort  to  improve  his  condition  and  relieve  pain,  the 
physician  performed  a supracondylar  femoral  wedge 
osteotomy  on  each  knee,  after  which  both  knees  were 
placed  in  casts  for  five  to  six  weeks.  When  the  casts  were 
removed,  it  was  found  that  the  bones  in  his  knees  had 
fused,  making  bending  of  his  knees  impossible. 

In  a malpractice  action  against  the  physician,  a jury 
awarded  him  $330,000  and  his  deceased  wife’s  estate 
$70,000  for  her  claims.  On  the  physician’s  motion,  the 
trial  court  ordered  a new  trial  unless  the  patient  and  the 
estate  accepted  $100,000. 

On  appeal,  the  appellate  court  said  that  there  was 
sufficient  evidence  of  the  physician’s  negligence  to 
support  the  jury’s  award.  There  was  testimony  on  his 
failure  to  utilize  less  drastic  measures  first;  performing 
the  surgery  on  both  knees  at  the  same  time  rather  than 
doing  one  knee  at  a time;  and  improperly  immobilizing 
the  joints  for  six  weeks.  The  evidence  clearly  established 
that  the  loss  of  mobility  was  due  to  the  surgery  and 
postoperative  treatment.  The  jury  was  properly 
instructed  to  award  only  those  damages  proximately 
caused  by  the  negligence,  not  the  illness  itself,  the  court 
said. 

The  jury’s  award  was  reinstated. — Monahan  v. 
Weichert,  461  N.Y.S.2d  633  (N.Y.  Sup.  Ct.,  App.  Div., 
April  1,  1983). 

DISMISSAL  OF  SUIT  AGAINST 
* PLASTIC  SURGEON  AFFIRMED 

A patient  failed  to  prove  his  claim  of  negligence  against 
a plastic  surgeon  because  testimony  by  a dermatologist 
was  not  permitted,  a Colorado  appellate  court  ruled. 

A patient  was  treated  in  1975  by  the  plastic  surgeon  for 
a growth  on  his  scalp.  He  removed  the  growth  and  sent  it 
to  a pathologist  for  analysis.  It  was  diagnosed  as  an 
incompletely  excised  neurofibroma.  The  plastic  surgeon 
advised  the  patient  that  his  treatment  was  complete  but 
neurofibromas  tended  to  recur,  and  that  one  could 
appear  anywhere  on  his  body,  including  the  same  place 
where  it  originally  appeared. 


Two  years  later,  a dermatologist  noticed  that  a new 
growth  had  appeared  in  the  same  spot.  He  recommended 
that  the  patient  return  to  the  plastic  surgeon.  In  1979,  a 
neurosurgeon  removed  the  second  growth. 

The  patient  filed  suit  against  the  first  plastic  surgeon 
for  negligent  removal  of  the  first  growth  and 
misrepresentation  as  to  whether  or  not  it  was  completely 
excised.  At  trial  he  tried  to  qualify  the  dermatologist  to 
testify  on  the  standard  of  care  for  plastic  surgeons.  The 
dermatologist  stated  that  he  had  never  performed  surgery 
on  growths  like  the  patient’s  and  that  his  knowledge  of 
the  standard  of  care  for  plastic  surgeons  was  limited.  The 
trial  court  found  he  was  not  qualified.  The  trial  court 
dismissed  the  patient’s  claims  because  no  expert 
testimony  was  presented. 

On  appeal,  the  court  affirmed  the  decision.  The  court 
did  not  abuse  its  discretion  in  finding  that  the 
dermatologist  was  not  qualified  to  testify  as  to  the 
standard  of  care  for  plastic  surgeons.  Since  there  was  no 
standard  of  care  in  evidence,  there  was  no  basis  for 
determining  the  plastic  surgeon’s  liability.  Expert 
testimony  was  necessary  on  the  extent  of  the  incision  and 
the  amount  of  tissue  that  needed  removal  in  the  excision 
of  a tumor,  the  court  said. — Greene  v.  Thomas,  662  P.2d 
491  (Colo.Ct.  of  App.,  Nov.  26,  1982;  rehearing  denied, 
Jan.  20,  1983;  cert,  denied,  Colo.  Sup.  Ct.,  May  2,  1983). 


$300,000  AWARDED  FOR 
INFANTS  BRAIN  DAMAGE 

A physician  was  liable  for  $300,000  in  damages  to  an 
infant  patient  who  suffered  permanent  brain  damage  at 
birth,  a Maryland  appellate  court  ruled. 

The  malpractice  action  was  filed  against  the  physician 
and  the  hospital  where  the  patient  was  born.  The 
complaint  claimed  that  their  negligence  caused  her  to 
suffer  permanent,  incapacitating  brain  damage.  Just 
before  trial,  the  hospital  settled  with  the  patient  for 
$725,000,  and  obtained  a release  from  the  patient.  In  the 
release  the  patient  agreed  to  reduce  all  recoverable 
damages  against  the  physician  by  the  statutory  pro  rata 
share  of  the  hospital.  The  trial  court  returned  a verdict  of 
$600,000  against  the  physician.  The  court  reduced  the 
amount  to  $300,000,  and  the  physician  appealed. 

Affirming  the  decision,  the  court  rejected  the 
physician’s  argument  that  he  was  not  responsible  for  any 
part  of  the  judgment.  He  argued  that  since  the  patient  had 
already  received  more  than  the  verdict  in  the  settlement, 
he  was  not  liable  for  any  additional  amount.  The  court 
said  that  since  there  were  two  negligent  parties,  each  was 
responsible  for  one-half  of  the  verdict,  or  $300,000. 

The  judgment  against  the  physician  was  affirmed. 
Martinez  v.  Lopez,  458  A.  2d  1250  (Md.  Ct.  of  Special 
App.,  April  14,  1983). 
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FOR,  THE  PI^EDIQABILITY 
CONFIRMED  BY  EXPERIENCE 

DÁLMANE® 

flurozepom  HCI/Roche 

THE  COMPLETE  HYPNOTIC 
PROVIDES  ALL  THESE  BENEFITS: 

• Rapid  sleep  onset'" 

• More  total  sleep  time'  " 

• Undiminished  efficacy  for  at  least 
28  consecutive  nights'" 

• Patients  usually  awake  rested  and  refreshed'" 

• Avoids  causing  early  awakenings  or  rebound 
insomnia  after  discontinuation  of  therapy'""" 


Caution  patients  about  driving,  operating  hazardous  machinery  or  drinking 
alcohol  during  therapy.  Limit  dose  to  15  mg  in  elderly  or  debilitated  patients. 
Contraindicated  during  pregnancy. 
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Before  prescribing,  piease  consult  complete 
product  information,  a summary  of  which  foliows: 
indications:  Effective  in  all  types  of  insomnia  charac- 
terized by  difficulty  in  falling  asleep,  frequent  nocturnal 
awakenings  and/or  early  morning  awakening;  in 
patients  with  recurring  insomnia  or  poor  sleeping  hab- 
its; in  acute  or  chronic  medical  situations  requiring 
restful  sleep.  Objective  sleep  laboratory  data  have 
shown  effectiveness  tor  at  least  28  consecutive  nights 
of  administration.  Since  insomnia  is  often  transient 
and  intermittent,  prolonged  administration  is  generally 
not  necessary  or  recommended.  Repeated  therapy 
should  only  be  undertaken  with  appropriate  patient 
evaluation. 

Contraindications:  Known  hypersensitivity  to  fluraze- 
pam HCI;  pregnancy.  Benzodiazepines  may  cause 
fetal  damage  when  administered  during  pregnancy. 
Several  studies  suggest  an  increased  risk  of  congeni- 
tal malformations  associated  with  benzodiazepine  use 
during  the  first  trimester.  Warn  patients  of  the  potential 
risks  to  the  fetus  should  the  possibility  of  becoming 
pregnant  exist  while  receiving  flurazepam.  Instruct 
patient  to  discontinue  drug  prior  to  becoming  preg- 
nant. Consider  the  possibility  of  pregnancy  prior  to 
instituting  therapy. 

Warnings:  Caution  patients  about  possible  combined 
effects  with  alcohol  and  other  CNS  depressants.  An 
additive  effect  may  occur  if  alcohol  is  consumed  the 
day  following  use  for  nighttime  sedation.  This  potential 
may  exist  for  several  days  following  discontinuation. 
Caution  against  hazardous  occupations  requiring 
complete  mental  alertness  (e.g.,  operating  machinery, 
driving).  Potential  impairment  of  performance  of  such 
activities  may  occur  the  day  following  ingestion.  Not 
recommended  for  use  in  persons  under  15  years  of 
age.  Though  physical  and  psychological  dependence 
have  not  been  reported  on  recommended  doses, 
abrupt  discontinuation  should  be  avoided  with  gradual 
tapering  of  dosage  for  those  patients  on  medication 
for  a prolonged  period  of  time.  Use  caution  in  adminis- 
tering to  addiction-prone  individuals  or  those  who 
might  increase  dosage. 

Precautions:  In  elderly  and  debilitated  patients,  it  is 
recommended  that  the  dosage  be  limited  to  15  mg  to 
reduce  risk  of  oversedation,  dizziness,  confusion  and/ 
or  ataxia.  Consider  potential  additive  effects  with  other 
hypnotics  or  CNS  depressants.  Employ  usual  precau- 
tions in  severely  depressed  patients,  or  in  those  with 
latent  depression  or  suicidal  tendencies,  or  in  those 
with  impaired  renal  or  hepatic  function. 

Adverse  Reactions:  Dizziness,  drowsiness,  light- 
headedness, staggering,  ataxia  and  falling  have 
occurred,  particularly  in  elderly  or  debilitated  patients. 
Severe  sedation,  lethargy,  disorientation  and  coma, 
probably  indicative  of  drug  intolerance  or  overdosage, 
have  been  reported.  Also  reported:  headache,  heart- 
burn, upset  stomach,  nausea,  vomiting,  diarrhea, 
constipation,  Gl  pain,  nervousness,  talkativeness, 
apprehension,  irritability,  weakness,  palpitations,  chest 
pains,  body  and  joint  pains  and  GU  complaints.  There 
have  also  been  rare  occurrences  of  leukopenia,  gran- 
ulocytopenia, sweating,  flushes,  difficulty  in  focusing, 
blurred  vision,  burning  eyes,  faintness,  hypotension, 
shortness  of  tsreath,  pruritus,  skin  rash,  dry  mouth, 
bitter  taste,  excessive  salivation,  anorexia,  euphoria, 
depression,  slurred  speech,  confusion,  restlessness, 
hallucinations,  and  elevated  SGOT  SGPT,  total  and 
direct  bilirubins,  and  alkaline  phosphatase:  and  para- 
doxical reactions,  e.g.,  excitement,  stimulation  and 
hyperactivity. 

Dosage:  Individualize  for  maximum  beneficial  effect. 
Adults:  30  mg  usual  dosage;  15  mg  may  suffice  in 
some  patients.  Elderly  or  debilitated  patients:  15  mg 
recommended  initially  until  response  is  determined 
Supplied:  Capsules  containing  15  mg  or  30  mg 
flurazepam  HCI. 
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Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 
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Este  número  del  Boletín  ha  sido  dedicado  en  su 
totalidad  a la  especialidad  de  Dermatología.  La 
idea  surgió  de  una  conversación  casual  hace  tres  meses 
con  el  Dr.  Jorge  L.  Sánchez-Colón,  Director  del 
Departamento  de  Dermatología  de  la  Escuela  de 
Medicina  de  la  Universidad  de  Puerto  Rico  y también 
Presidente  de  la  Sección  de  Dermatología  de  la 
Asociación  Médica  de  Puerto  Rico.  U na  vez  manifestado 
el  deseo  de  la  J unta  Editora  de  servir  de  vehículo  para  la 
divulgación  de  la  experiencia  clínica  que  se  acumula  en 
los  diversos  centros  de  enseñanza,  el  Dr.  Sánchez  se  dió  a 
la  tarea  de  confeccionar  junto  con  los  miembros  de  su 
departamento  esta  edición  de  nuestra  revista.  La  calidad 
científica  de  los  trabajos,  la  actualidad  clínica  de  los 
mismos  y la  diversidad  de  temas  incluidos  los  cualifican 
para  publicación  en  las  mejores  revistas  de  la  especiali- 
dad. El  esfuerzo  del  Departamento  de  Dermatología  es 
loable,  el  resultado  del  mismo  ha  sido  un  producto  de 
inmenso  valor  académico.  Ello  refleja  dedicación, 
trabajo  de  conjunto,  deseo  de  enseñar  y un  buen  liderato, 
cualidades  que  aseguran  el  éxito  de  cualquier  actividad 
científica.  La  Asociación  Médica  de  Puerto  Rico  les 
felicita  por  su  logro,  ejemplo  para  nuestra  clase  médica. 

Al  hablar  de  Dermatología  en  nuestro  país  es  impres- 
cindible mencionar  a un  ilustre  puertorriqueño,  el  Dr. 
Arturo  L.  Carrión,  dermatólogo,  devoto  investigador  y 
pilar  de  la  enseñanza  médica  nacional.  A su  persona  y su 
obra  le  rinden  tributo  sus  discípulos. 

Rafael  Villavicencio,  M.D.,  FACC 

Presidente  Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
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t'ullivado  cii  los  medios  comunes  este  hongo  forma  colomas  ligeramente 
elevadas  de  la  superi  icie  del  substrato,  a menudo  con  surcos  radiales,  con  el  centro 
abultado,  a veces  umbilicado,  generalmente  de  contorno  bien  delimitado.  Su 
crecimiento  es  lento,  la  super! icie  de  la  colonia  es  opaca  de  color  grisáceo,  y su 
reverso  es  negro. 

Al  examen  microscópico  se  presenta  con  hilas  aereas  cortas,  septadas  más  o 
menos  pigmentadas  de  las  cuales  se  originan  esporóloeos  laterales  y terminales  de 
diversos  tamaños  erectos  y decumbentes  e igualmente  pigmentados  que  las  hilas, 
hsporulacion  únicamente  del  tipo  Cladosporium. 

t ue  este  el  organismo  descubierto  por  A.  I rejos  de  Costa  Rica  y publicado  en 
ISI54  proponiendo  para  el  "el  nombre  de  Cladosporium  caí  i lonii  cu  homenaje  al 
ilustre  micólogo  puertorriqueño  el  prolesor  Ur.  Arturo  L.  Carrión". 

Ll  l)i . Arturo  l.oren/o  Carrión  nació  en  Rio  Piedras  el  lU  de  agosto  de  I89.C  .Su 
caliera  de  Medicina  la  cursa  en  la  Universidad  de  1.a  Habana  de  donde  se  gradúa 
con  honores  en  1919.  Inmediatamente  prosigue  estudios  en  Dermatologia  en  I he 
Nevv  York  Skin  and  Cancer  Hospital  (1919-1920).  Contrae  nupcias  con  Doña 
Celia  Muño/  Santaella  en  el  1921  vinculando  su  lamilla  con  la  del  ilustre  puerto- 
rriqueño Don  Luis  Muño/  Rivera. 

Ln  el  19.41  recibe  una  beca  de  la  Lundación  Rockeleller  para  continuar  estudios 
avanzados  en  micologia  y afirmar  sus  conocimientos  sobre  dermatología, 
patología  y alergias  en  la  Universidad  de  Columbia  en  New  York.  Lúe  uno  de  los 
prmicios  cu  ser  certilicado  por  el  "Board"  de  Dermatología  y de  Microbiología 

Ll  Prolesor  Dr.  Arturo  L.  Carrión  ha  dejado  huella  indeleble  entre  la  clase 
medica  de  Puerto  Rico  siendo  pionero  en  el  campo  de  la  investigación  en  especial 
en  micologia;  en  el  campo  de  la  epidemiología  cuando  se  dedicó  a la 
erradicación  del  vector  y huésped  de  la  peste  bubónica  en  la  isla  y en  el  campo  de 
la  dermatología.  Su  preocupación  por  la  actinomicosis,  la  lepra,  el  granuloma 
ingumale,  el  mal  del  Pinto  quedan  grabadas  en  sus  publicaciones  donde  descuella 
su  lorma  tan  lotográlica  de  hacer  las  descripciones  clínicas. 

Su  mayor  logro  en  el  campo  de  la  investigación  lo  obtiene  con  el  estudio  de  la 
cromoblastomicosis.  En  el  19.45  establece  la  existencia  de  una  nueva  especie  que  él 
llamó  Hormodendrum  compactum  y que  luego  se  clasificaría  dentro  del  género 
Lonsecaea.  Dedica  una  gran  parte  de  su  vida  al  estudio  de  las  características  de  las 
diferentes  especies  de  cromoblastomicosis. 

Merecedor  de  múltiples  galardones,  los  cuales  recibía  con  humildad.  En 
ocasión  de  recibir  una  placa  por  sus  trabajos  distinguidos  en  el  campo  de  la 
micologia  en  el  1975  dice  Dr.  Carrión: 

"Ahora  bien  debo  advertir  que  nunca  he  tenido  por  gran  cosa  los 
pocos  e insignificantes  logros  alcanzados  en  mi  carrera  y que 
nunca  me  han  movido  esperanzas  de  recompensa  ni  de  honores 
durante  el  desarrollo  de  mis  inquietudes  científicas." 

Este  ser  humano,  modesto,  sencillo  de  convicciones  firmes,  que  supo  defender 
sus  ideales  aún  cuando  fuese  en  perjuicio  propio,  ha  sido  maestro  y guia  del 
quehacer  de  la  dermatología  y la  microbiología  en  Puerto  Rico. 

Muere  el  día  I I de  octubre  de  1980  de  un  infarto  cardiaco. 

Su  legado  educativo  y científico  queda  a la  comunidad  académica  internacional 
como  monumento  póstumo  a aquél  que  hizo  historia  para  orgullo  de  todos 
nosotros. 


Ana  Colón  de  Jiménez.  M.D. 
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"The  whole  art  of  Medicine  is  in  observation.  As  the 
old  motto  goes,  but  to  educate  the  eye  to  see,  the  ear  to 
hear  and  the  finger  to  feel  takes  time,  and  to  make  a 
beginning,  to  start  a man  in  the  right  path,  is  all  that  we 
can  do.  We  expect  too  much  of  the  student  and  we  try  to 
teach  him  too  much.  Give  him  good  methods  and  a 
proper  point  of  view,  and  all  other  things  will  be  added,  as 
his  experience  grows." 

William  Osier 


No  cabe  duda  de  que  entre  las  especialidades  médicas 
es  la  Dermatología  en  donde  la  observación  se 
destaca  como  parte  intrínseca  de  su  naturaleza. 

No  es  casualidad,  que  el  autor  de  las  citas  anteriores, 
William  Osier,  además  de  brillar  por  sus  grandes  contri- 
buciones a la  Medicina  Interna  y la  Patología,  tenía  unos 
eonocimientos  firmes  y sólidos  sobre  Dermatología  y una 
capacidad  extraordinaria  para  las  descripciones  clínicas 
de  la  piel.  Describió  magistralmente  las  lesiones  cutáneas 
de  sífilis,  angiomas,  perleche  y acné  ocupacional,  además 
de  escribir  acerca  del  tratamiento  con  lanolina  (aunque 
no  sentía  atraceión  por  el  tratamiento),  la  enfermedad  de 
Paget  y queratosis  folicular.  Según  se  benefició  de  las 
enseñanzas  de  Virchow  en  Patología  cuando  estuvo  en 
Berlin,  supo  aprovechar  en  Viena  las  enseñanzas  de 
Hebra,  considerado  como  el  Padre  de  la  Dermatología. 

Puerto  Rico  tuvo  la  fortuna  de  contar  entre  sus  hijos  al 
doctor  Arturo  L.  Carrión,  dermatólogo  y micólogo, 
doctor  en  Ciencias  Médicas  Honoris  Causa  de  la 
Universidad  de  Puerto  Rico  y muchos  títulos  honoríficos 
más,  a quien  debemos  imitar  por  su  curiosidad 
insaciable,  su  capacidad  exacta  de  observación,  y su  rol 
ejemplar  como  maestro  e investigador  clínico.  Probó  a 
cabalidad  que  se  puede  ser  brillante  y creativo,  pensar  de 
manera  lógica  y llegar  a conclusiones  correctas  al  mismo 
tiempo  que  se  practica  medicina  clínica  de  excelencia. 
Fue  un  hombre  de  su  época  y para  todas  las  épocas.  Es 
con  un  profundo  orgullo  que  se  le  dedica  este  número  del 
Boletín  de  la  Asociación  Médica  de  Puerto  Rico  al  doctor 
Arturo  L.  Carrión. 

Se  ha  dicho  que  los  líderes  miran  al  futuro,  y fue  con 
esa  idea  que  hace  varios  años  se  comenzó  una  gestión 
administrativa  y académica  que  desemboca,  pero  no 
termina,  en  el  establecimiento  del  Departamento  de 
Dermatología  de  la  Escuela  de  Medicina  del  Recinto  de 
Ciencias  Médicas  de  la  Universidad  de  Puerto  Rico,  que 
pertenece  a ésta,  a la  comunidad  puertorriqueña  y por 


ende  al  mundo  entero.  Los  propósitos  y filosofía  del 
Departamento  de  Dermatología  son  parte  de  la  misión 
universitaria.  Creemos  en  el  proceso  educativo  tal  como 
lo  define  el  profesor  Howard  Munford  Jones  de  Harvard: 
para  excitar  la  curiosidad,  para  hacer  al  estudiante  que 
sospeche  de  los  absolutos  y que  se  demande  evidencia,  no 
conjeturas.  Hay  lugar  para  las  diferencias  de  opiniones  y 
para  la  controversia  responsable,  pues  esta  es  la  base  del 
concepto  universitario. 

La  Dermatología  es  una  especialidad  multidisci- 
plinaria  que  requiere  de  los  que  se  dedican  a ella  un 
conocimiento  profundo  de  Dermatopatología,  Medicina 
Interna,  Microbiología,  Inmunología,  Fotobiología, 
Radiación  y Cirugía  Dermatológica,  además  de  una  alta 
capacidad  de  observación  (“el  arte  de  la  Medicina”  según 
nos  dice  Osier)  y deducción  a un  grado  tal  que  se  obtiene 
en  muy  pocos  otros  campos  de  la  Medicina.  No  es 
necesaria  la  tecnología  sofisticada  y esotérica,  invasiva  o 
no  invasiva,  pues  los  signos  y los  síntomas  están  ahí, 
accesibles  a la  vista  y a la  palpación. 

La  Dermatología  también  ha  pasado  por  ciertas  crisis, 
como  todas  las  disciplinas  médicas.  Crisis  de  adentro, 
causada  por  intereses  económicos,  apatía  y procrastina- 
ción.  Crisis  por  factores  externos  tales  como  políticos,  (y 
no  políticos),  sociedad  de  consumidores,  el  gobierno  y 
terceros  agentes.  Sí,  los  líderes  miran  al  futuro  y creemos 
tener  los  recursos  y la  capacidad  para  superar  esas 
dificultades.  Creemos  en  el  concepto  de  cooperación  con 
otras  disciplinas  sin  el  miedo  de  perder  nuestra  identidad 
y creemos  en  el  concepto  de  unión  de  fuerzas  como 
podríamos  encontrarlo  en  la  Asociación  Médica  de 
Puerto  Rico. 

Es  nuestra  esperanza,  que  este  número  del  Boletín  sea 
recibido  con  el  espíritu  que  fue  organizado  y desarro- 
llado. Para  compartir  ideas  y conocimientos,  para 
suscitar  discusión  de  temas  científicos  y para  avanzar  en 
el  campo  de  la  Dermatología  y de  la  Medicina.  Que 
podamos  cultivar  ese  poder  de  observación  objetiva 
como  último  baluarte  de  la  Medicina,  y como  factor 
humanizante  ante  los  avances  de  la  tecnología  y otros 
cambios  que  veremos  en  nuestro  futuro. 
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Hombre  blanco  de  62  años  natural  de  Rincón  quien  presenta  una  lesión  nodular  blanco  grisácea  de  2 cm. 

rodeada  de  una  zona  fibrosa  donde  la  piel  aparece  tensa  y dura  como  si  fuera  una  cicatriz.  El  paciente  es 
pescador  y la  lesión  tiene  más  de  un  año  de  evolución  (Fig.  1). 


Figura  1.  Nodulo  perlado  en  la  región  frontal  derecha. 


¿Cuál  es  su  diagnóstico? 

a.  Carcinoma  de  células  escamosas 

b.  Melanoma  amelanótico 

c.  Queratoacantoma 

d.  Carcinoma  basocelular 

e.  Lipoma 


Bol.  Asoc.  Méü.  P.  Rico  ~ Mayo  ¡984 


Pathology  Review 


Carcinoma  basocelular: 

El  carcinoma  basocelular  se  origina  de  las  células 
básales  epidermales  y comparte  con  el  carcinoma 
espinocelular  o escamoso  características  clínicas  y 
etiológicas  por  lo  que  se  les  agrupa  bajo  el  término 
cánceres  de  piel  no-melanomas.  El  carcinoma 
basocelular  es  un  tumor  de  baja  malignidad  que  casi 
nunca  metastatiza  siendo  su  efecto  destructivo  localizado 
contrario  al  carcinoma  espinocelular  o escamoso  que 
invade  localmente  y da  metastasis  a distancia 
particularmente  a ganglios  adyacentes  y a otros  órganos 
tales  como  pulmón  e hígado. 

El  carcinoma  basocelular  es  el  tumor  maligno  de  la  piel 
más  común.  No  ocurre  en  las  mucosas.  Los  pacientes  son 
de  piel  blanca  y el  factor  etiológico  más  importante  es  el 
efecto  carcinogénico  de  los  rayos  solares  ultravioletas 
por  lo  que  se  presenta  en  las  áreas  de  la  piel  más  expuestas 
al  sol. 

La  población  blanca  de  países  más  cercanos  al 
Ecuador  presenta  una  incidencia  mayor  de  carcinoma 
basocelular  que  la  población  que  vive  en  latitudes 
alejadas  del  Ecuador. 

En  Estados  Unidos,  se  estima  que  ocurren  300,000 
casos  nuevos  al  año  de  carcinomas  de  piel  en  la  población 
blanca.  El  efecto  carcinogénico  de  los  rayos  solares 
ultravioletas  provoca  alteraciones  fotoquímicas  en  el 
DNA  y alteraciones  en  el  sistema  inmune  al  destruir 
antígenos  de  superficie  de  células  linfoides,  alterar  la 
elaboración  de  ciertos  antígenos  e inducir  la  proliferación 
de  células  T supresoras  que  previenen  el  rechazo  de 
células  tumorales.  Además  de  la  luz  solar,  otras  causas 
probadas  de  cáncer  de  piel  tanto  basocelular  como 
espinocelular  son  substancias  químicas  carcinogénicas, 
la  radiación  ionizante  y trastornos  inmunológicos. 

El  80  - 90%  de  los  carcinomas  basocelulares  ocurren 
preferentemente  en  la  piel  de  la  cabeza  y el  cuello.  U n 10% 
ocurre  en  la  piel  del  pecho.  Menos  de  un  7%  en  las 
extremidades  superiores  y rara  vez  ocurren  en  las 
inferiores.  Esta  lesión  es  más  común  en  aquellas  personas 
que  trabajan  expuestas  al  sol  como  los  trabajadores 
agrícolas,  marineros,  pescadores,  etc.  Está  asociado  al 
fenotipo  de  piel  blanca  y delicada  difícil  de  broncear  y 
con  ojos  azules. 

El  carcinoma  basocelular  es  una  lesión  indolente  de 
evolución  lenta,  crónica,  que  aparece  después  de  la 
tercera  década  de  la  vida  que  puede  ser  solitaria  o 
múltiple.  Las  variantes  de  carcinoma  basocelular 
dependen  de  la  apariencia  clínica  e histopatológica.  Las 
más  comunes  son  las  siguientes: 

1.  Nodular  o nódulo  - ulcerativa 

2.  Superficial 

3.  Pigmentado 

4.  Quístico 

5.  Infiltrante,  esclerosante  o morfea 

La  variante  más  común  es  la  nodular  o nódulo 
ulcerativo  caracterizada  por  la  aparición  de  un  nódulo 
pequeño,  brillante  perlado  que  muestra  áreas  de 
telangectasia  en  la  superficie.  Si  la  lesión  no  es  extirpada, 
tiende  a aumentar  lentamente  de  tamaño  y a la 


ulceración.  El  área  ulcerada  presenta  bordes  levantados 
perlados.  Esta  es  quizás  la  variante  más  conocida  pero 
todas  pueden  ulcerar  y provocar  lesiones  destructivas 
mutilantes  que  al  ocurrir  en  la  cara,  producen 
desfiguraciones  cosméticas  muy  lamentables. 

La  variante  pigmentada  es  parecida  a la  nodular  pero 
presenta  una  pigmentación  marrón  que  con  frecuencia  es 
confundida  con  melanoma. 

El  tipo  infiltrante  (morfea)  se  presenta  como  una  placa 
endurecida  de  bordes  pobremente  definidos  que  parece 
una  cicatriz  vieja  y donde  puede  o no  haber  áreas 
nodulares. 

Histológicamente  el  carcinoma  basocelular  presenta 
dos  variantes  importantes:  diferenciado  y no  diferen- 
ciado o primordial  siendo  el  último  el  más  común 
histológicamente.  Carcinoma  basocelular  diferenciado 
se  refiere  a los  casos  en  los  cuales  histológicamente  las 
células  tumorales  se  diferencian  hacia  otras  estructuras 
dermales  como  son  folículos  pilosos,  glándulas  sebáceas, 
glándulas  apocrinas  o glándulas  ecrinas. 


Figura  2.  Carcinoma  basocelular  mostrando  masas  de  células 
tumorales  en  la  epidermis  y áreas  quísticas. 


En  los  carcinomas  basocelulares  no  diferenciados  o 
primordiales  las  células  sencillamente  recuerdan  y se 
parecen  a la  capa  basal  de  la  epidermis  (Fig  2).  Estas 
células  contienen  núcleos  grandes  ovales  o un  poco 
alargados  muy  uniformes,  sin  características  de 
anaplasia.  El  citoplasma  de  las  células  es  escaso.  Las 
mitosis  son  también  escasas  y las  mitosis  anormales  y 
monstruosas  presentes  en  otros  carcinomas  no  están 
presentes  aún  en  las  lesiones  más  agresivas.  El  tejido 
parenquimatoso  o estroma  del  carcinoma  basocelular 
prolifera  en  forma  de  haces  paralelas  alrededor  de  las 
células  tumorales,  las  cuales  se  arreglan  en  masas  de 
varios  tamaños  ocupando  la  dermis  y mostrando 
conexiones  con  la  epidermis  aunque  a veces  éstas  no  son 
evidentes. 

Las  células  que  ocupan  la  periferia  de  estas  masas 
mantienen  un  arreglo  en  empalizada  que  constituye  la 
característica  histológica  más  sobresaliente  de  estas 
lesiones.  En  ocasiones,  debido  a necrosis  en  el  centro  de 
estas  masas  de  células  tumorales,  se  pueden  formar 
quistes,  detalle  que  caracteriza  la  variante  quistica.  A 
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veces  los  quistes  son  pequeños  y múltiples  dando  al  tejido 
una  apariencia  de  encaje  (variedad  adenoquística). 

En  la  variante  llamada  infiltrante  esclerosante  o 
morfea,  hay  gran  proliferación  del  tejido  fibroso 
estromal  y las  células  básales  tumorales  aparecen 
formando  pequeños  grupos  o hileras  atrapadas  en  el 
estroma. 

La  variante  superficial  presenta  zonas  eritematosas, 
escamosas  alternadas  con  áreas  atróficas  que  parecen 
una  cicatriz.  Histológicamente  pueden  parecer  milticén- 
trico.  El  diagnóstico  de  carcinoma  basocelular  se  hace 
por  biopsia.  El  tratamiento  varía  dependiendo  del 
tamaño  de  la  lesión.  A veces  es  suficiente  excisión  local 
pequeña,  en  otros  casos  es  necesario  cirugía  extensa  con 
injertos  de  piel. 

Se  usa  también  la  criocirugía,  quimio-cirugía  (técnica 


de  Mohs)  y la  radioterapia.  Además  del  tamaño  y efecto 
destructivo  de  la  lesión,  un  factor  muy  importante  que 
determina  la  modalidad  de  tratamiento  es  la  localización 
de  la  lesión. 
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What  can  you  do  for 
hypertensives  like  Paul  H? 


Obsessive 

Has  rigid  habits.  Will 
have  difficulty  coping 
with  a complicated 
regimen. 


Newly  diagnosed 

At  39,  annual  physical 
uncovered  mild  disease 
with  a diastolic  of 
94  mmHg. 


Heavy  smoker 

Two  packs  a day.  “Might 
consider”  hypnosis 
when  he  decides  to  quit. 


Physically 

inactive 

Hates  exercise  and 
heavy  business 
lunches  aren’t  helping 
his  weight. 


Rely  on  one-tablet-a-day 
dosage  and  cardioselectivity. 


(< 


See  following  page  for  brief  summary 
of  prescribing  Information. 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen  cou- 
pled with  a low  incidence  ot  side  effects^  with 
TENORMIN  provided  an  excellent  degree  of 
compliance.  Only  1 5%  of  the  patients  in  the 
evaluation  reported  adverse  reactions  of 
any  kind,  and  only  7.5%  discontinued 
therapy,' 


Lessens  risk  of  bronchospasm 

Propranolol  may  produce  bronchial  hyperactivity  in 
patients  with  no  history  of  asthma.'’  Reasons  for  this  are  not 
fully  understood,  but  smoking  has  been  implicated —espe- 
cially in  males  like  Paul  H.  TENORMIN  exerts  a preferential 
effect  on  cardiac  (/3,)  receptors  rather  than  on  bronchial  or 
peripheral  (ji¡)  receptors.  Although  this  preference  is  not 
absolute,  wheezing  and  shortness  of  breath  seldom  occur. 


Real  life”  efficacy 

Paul  H represents  2,514  men  under  40  treated  effectively  in 
the  28-day  TENORMIN  evaluation  of  39,745  hypertensives 
of  all  types.  The  setting  for  the  evaluation  was  real  life— the 
daily  practices  of  9,500  U.S.  physicians.’ 


Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy  and 
safety  of  TENORMIN  had  already  been  established  world- 
wide by  hundreds  of  published  clinical  studies  and  more 
than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data  were 
analyzed  for  variables  such  as  sex,  age,  race,  and  weight,  a 
large  majority  of  patients  in  each  group  achieved  satisfac- 
tory blood  pressure  control,  even  Paul  H’s  age  group,' 

Of  all  controlled  cases,  an  impressive  95%  reported 
feeling  well,  an  important  consideration  in  hypertension 
management.^ 


For  Paul  H...and  virtually 
all  your  hypertensive  patients 


(afenolol) 


STUART  PHARMACEUTICALS 


Hi  ONE  TABLETA  DAY 

TCKORMIK 


For  Paul  H... 
and  virtually 
all  your 
hypertensive 
patients 


(atenolol) 


TENORMIN"  (atenolol) 


A beta, -selective  blocking  agent  for  hypertension 


DESCRIPTION:  TENORMIN"  (atenolol),  a synthetic.  betai-selective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide, 
4-[2'-hydroxy-3'-[(l  -methylethyl)  amiho]  propoxy]-  Atenolol  (free  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26.5  mg/ml  at  37  C and 
a log  partition  coefficient  (octanol /water)  of  0 23.  It  is  freely  soluble  in  1 N HCI  (300  mg/ ml  at25'’C) 
and  less  soluble  in  chloroform  (3  mg/ml  at  25  X) 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  mahagement  of  hyperten- 
sioh  It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  oved  cardiac  failure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypedensive  patients 
who  have  congestive  head  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  ol  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  obsen/ed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  fherapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  repoded  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician’s  advice  Even  in  the  absence  of  oved  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  Its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  ol  TENORMIN  should  be  used,  with  therapy  Initiated 
at  so  mg  and  a t>eta,-stlmulating  agent  (bronchodilator)  made  available.  It  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  It  treatmeht  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg.  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V ) 

Diatetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizzihess  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  ot  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawh 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION). 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg.  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
deplelor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 

Should  It  be  decided  to  discontihue  therapy  ih  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  belore  the  gradual  withdrawal 
of  clohidine 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  eacti  employing  dose  levels  as  high  as  300  mg /kg /day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mufagenicify  sfudies  support  this  tindihg 

Fedility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg/kg/day  or  100  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  adminisiralion 


Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epifhelial  cells  of  Brunner’s  glands  in  the  duodenum  ot  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (stading  al  15  mg/kg/day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  ot  male  rats  at  300  mg  but  ■ 
not  150  mg  atenolol /kg/day  (150  and  75  times  the  maximum  recommended  human  dose.  } I 

respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose-  u 
related  increase  in  embryo  / fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg  / kg  or  £ 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seerjl 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg  / kg  or  1 2 5 times  the  " 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  polential  benefit  justifies  the 
potential  risk  to  the  fetus  i 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since  | 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving  ■ 
atenolol  | 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates  ^ 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies).  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when  | 
these  reactiohs  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  ot  percentages,  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U.S.  and  foreign  studies  (volun- 
teered and  elicited  side  effects):  I 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (0%-0  5%).  postural  hypotension 
(2%-1%),  legpain(0%-0  5%)  i 

CENTRAL  NERVOUS  SYSTEM  / NEUROMUSCULAR  dizziness  (4%-1  %).  vertigo  (2%-0.5%). 
Iight-headedness  (1%-0%),  tiredness  (0  6% -0  5%),  fatigue  (3%-1%),  lethargy  (1%-0%),  drowsi-  j 
ness (0  6%-0%),  depression (0  6%-0  5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  hausea  (4%-l%) 

RESPIRATORY  (See  WARNINGS)  wheeziness  (0%-0%),  dyspnea  (0  6%-1  %) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (1 2%-5%).  postural  hypotension 
(4%-5%),  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (13%-6%).  vertigo  (2%-0.2%). 
Iight-headedness  (3%-0  7%).  tiredness  (26%-13%),  fatigue  (6%-5%).  lethargy  (3%-0  7%), 
drowsiness  (2%-0  5%).  depression  (12%-9%),  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%).  nausea  (3%-l%) 

RESPIRATORY  (see  WARNINGS),  wheeziness  (3%-3%),  dyspnea  (6%-4%)  . 

MISCELLANEOUS  There  have  been  reports  of  skin  rashesand/ordry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  repoded  incidence  is  small  and.  in  most  cases,  ' 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  ot  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  repoded  , 
with  other  beta-adrenergic  blocking  agenis,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol)  , 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura  ' 

Ailergic:  Fever,  combined  with  aching  and  sore  throat,  laryhgospasm  and  respiratory  distress  . 
Central  Nervous  System:  Reversible  menial  depression  progressing  to  catatonia,  visual  dislur-  i ' 
bances.  hallucinations,  an  acute  reversible  syndrome  characterized  by  disorienlatioh  of  time  and 
place,  shod-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  aderial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia,  Peyronie’s  disease,  erythematous  rash,  Raynaud’s  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  repoded  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Fudhermore.  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the  ■ 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  ot  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  overJ 
dosage  of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  head  failure,  hypotensioi^ 
bronchospasm.  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  ahd  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted  ¡ 

Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Tliird  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addifion  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoprolerenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose. 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a i ' 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  ol  this  dose  will  usually  be  seen  within 
one  to  two  weeks  It  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypedensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa  • 

Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe  I 
impairmenf  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine  ' 
clearance  falls  below  35  ml/ min /I  73  m' (normal  range  is  100-1 50  ml /min /1  73  rrY);  therefore,  the  ■ 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml  'min  1 73rTY)  (hrs)  Maximum  Dosage  4 


15-35  16-27  50  mg  daily  I 

<15  >27  50  mg  every  other  daji; 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  Ihis  should  be  done  under  I 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur  I 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  i 
Stuad  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  in  i 
monthly  calendar  packages  of  28  tablets,  bottles  ot  100  tablets,  and  unit-dose  packages  ot  1 00  lat) ' 
lets  Tablets  of  1 00  mg  TENORMIN  (atenolol):  round,  flat,  uncoaled,  while  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  unit-dose  packages  of  100  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  root 
temperature 

References:  1.  Data  on  file,  Stuart  Pharmaceuticals  2.  Herman  RL.  Lamdin  E.  Fischetti  JL.  Ko  HK:|| 
Postmarketing  evaluation  of  atenolol  (Tenormin")  A new  cardioselective  beta  blocker  CurrTher  I 
Res  1983,  33(1)  165-171  3.  TownleyRG  The  etfeci  of  beta-adrenergic  blockade  on  respiratory  i 
function  Primary  Cardio/ 1980, 6(suppl  1)  38-46  h.BurrowsB  An  overview  of  obstructive  lung  1 
diseases  MedC/mWorfh  Am  1981, 65  455-471  5.  Zacharias  FJ  Comparison  of  the  side  effects  ol 
different  beta  blockers  in  the  treatment  of  hypedension  Primary  CardtondBO.  6(suppl  1)  86-89 
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José  R.  González,  M.D. 
Roberto  Palacio,  M.D. 


Abstract:  The  case  of  a 35-year-old  woman  with 

I localized  heat  urticaria  clinically  simulating  solar 
urticaria  is  presented.  Urticarial  lesions  were  elicited  by 
I either  the  hot  water  test,  by  irradiation  with  incandescent 
* light  bulb  or  with  the  xenon  arc  lamp.  A review  of  the 
literature  showed  a total  of  11  cases  of  urticarial  sensiti- 
vity to  heat.  Ail  of  the  cases  demonstrated  inmediate  or 
I delayed  urticaria  upon  exposure  to  any  form  of  heat  and 
failure  of  other  stimuli  such  as  cold,  emotional  stress, 
I physical  exertion  or  ultraviolet  light  to  induce  urticaria. 
I Photosensitivity  is  a frequent  complaint  in  these  patients. 
I The  hot  water  test  appears  to  be  the  single  most 
important  test  for  the  diagnosis  of  heat  urticaria. 

I Introduction 

Two  forms  of  localized  heat  urticaria  (LHU)  have 
been  described,  namely,  an  immediate  and  a delayed 
' type. ‘-'3  The  immediate  localized  variety  is  by  far  the 
most  frequent.  The  sporadic  cases  that  have  been 
reported  suggest  that  this  is  a non-genetic  disease.  A 
delayed  localized  variety  i'*  of  the  disorder  was  reported  in 
i one  patient  in  which  a total  of  8 family  members  were 
possibly  affected,  suggesting  in  this  instance  an 
autosomic  dominant  mode  of  inheritance. 

LHU  is  characterized  by  the  appearance  of  urticaria 
after  exposure  to  heat  which  distinguishes  itself  by  being 
localized,  having  no  flare  and  being  associated  to 
’ systemic  symptoms  in  some  of  the  cases,  particularly  in 
those  where  an  overwhelming  exposure  to  heat  such  as 
sunbathing  has  ocurred. 

This  is  a report  case  of  35  year-old  female  with  photo- 
sensitivity associated  with  heat  urticaria.  A review  of  the 
literature  revealed  a total  of  10  cases  all  of  which  had  in 
common  the  following  characteristics;  (1)  the  immediate 
or  delayed  appearance  of  urticaria  upon  exposure  to  heat 
(2)  a positive  challenge  with  the  hot  water  test  and  (3)  the 
I lack  of  other  stimuli  such  as  cold,  emotional  stress, 

; physical  exertion  or  ultraviolet  light  to  induce  the  lesions. 

Case  report 

A 35  year-old  Caucasian  woman  was  referred  to  our 
• dermatology  clinic  in  February  1981,  with  an  8-year 
I history  of  recurrent,  urticarial  papules  on  the  arms,  upper 
I chest,  neck  and  face.  The  lesions  appeared  within  5-10 
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minutes  after  exposure  to  sunlight  and  lasted  for  about  5- 
6 hours.  No  other  symptoms  were  associated  with  these 
episodes.  There  was  no  history  of  intake  of  medications. 
Family  history  for  a similar  disorder  was  negative. 

At  the  time  of  the  initial  visit,  no  skin  lesions  were 
present.  However,  on  her  second  visit  one  week  later,  she 
had  a large  number  of  urticarial  papules  distributed  over 
the  arms,  upper  chest,  neck  and  face,  which  had  appeared 
a few  minutes  earlier,  while  being  out  in  the  sun  (Fig.  1). 
Further  questioning  revealed  that  the  lesions  were  also 
occasionally  associated  to  cooking,  exposure  to  a hot 
hair  blower  or  taking  a very  warm  bath.  A presumptive 
diagnosis  of  heat  urticaria  vs  solar  urticaria  was  made. 


Figure  I.  Spontaneous  urticarial  lesions  upon  exposure  to  heat  from 
sun-exposure. 
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The  following  laboratory  results  were  reported  within 
normal  limits:  CBC;  urinalysis;  SMA-12;  stools  for  O & 
Í’;  VDRL;  1 ,T^,  ANA;  RA  latex;  LE  cell;  cryoglobulins; 
serum  immunoglobulins  and  chest-X-ray. 

Experimental  studies: 

In  all  the  experimental  studies  the  test  site  was 
observed  for  an  urticarial  response  immediately,  at  6 
hours,  and  at  24  hours.  All  the  tests  were  done  after 
informed  consent  had  been  obtained. 

Phototest:  Phototests  were  done  by  irradiating  2x2 
inches  squares  on  the  back.  The  minimal  erythema  dose 
(MED)  was  determined  by  irradiating  for  15,  30,  and  45 
seconds  using  a 1,000  watt,  xenon  arc  lamp  which  has  a 
solar  simulator  spectral  output.  On  the  second  day,  3 dif- 
ferent areas  were  irradiated  as  follows:  1)  15  MED’s  using 
the  full  spectrum  of  the  xenon  arc  lamp  2)  15  MED’s 
using  the  xenon  arc  lamp  with  a Schott  330  filter,  with 
50%  transmittance  at  330  nm;  3)  15  MED’s  using  the 
xenon  arc  lamp  with  a corning  filter  with  transmittance  in 
the  UVA  spectrum.  On  the  third  day  2 areas  were 
irradiated  as  follows:  1)  3 MED’s  using  a sun  lamp  at  a 
distance  of  14  inches;  2)  2 minutes  with  a 75  watt  incan- 
descent bulb  at  a distance  of  6 inches. 

Physical  test:  The  urticarial  response  to  various 
physical  stimuli  was  evaluated  on  the  volar  surface  of  the 
forearms  as  follows:  1)  heat  was  applied  for  2 minutes  by 
means  of  a glass  test  tube  filled  with  water  at  35° , 40° , 45° 
and  50°  C:  2)  pressure  was  applied  for  5 minutes  at  a rate 
of  1 grm  cm2.  3)  an  ice  cube  was  applied  for  2 minutes;  4) 
a tourniquet  test  was  done  by  applying  a blood  pressure 
cuff  at  200mm  Hg  for  5 minutes  and  then  applying  a test 
tube  filled  with  water  at  45° C for  2 minutes;  5) 
dermographism  was  tested  by  firm  vigorous  stroking  of 
the  skin,  6)  exercise  was  tested  by  climbing  up  and  down  a 
two  step  stool  vigorously  for  five  minutes. 

Intradermal  test: 

fhe  effect  of  several  pharmacologic  agents  on  the 
urticarial  response  was  evaluated  by  injectingO.  1 cc  of  the 
drug  into  the  volar  skin  of  the  forearm  followed  by 
application  of  a glass  test  tube  filled  with  water  at  45°  C, 
for  two  minutes,  fhe  following  substances  were  tested: 
epinephrine,  cimetidine,  1%  xylocaine,  mecholyl, 
diphenhydramine,  and  histamine. 

Passive  transfer  was  tested  by  injecting  0.5  cc  of  the 
patient’s  serum  mtradermally  in  the  volar  skin  of  the 
lorearm  in  a healthy  volunteer  at  2 different  sites  and 
injecting  a third  site  w ith  0.5  cc  of  sterile  normal  saline  to 
serve  as  control.  Heat  was  then  applied  for  two  minutes 
to  one  of  the  sites  injected  with  the  patient’s  serum  and  to 
the  saline  injected  site  by  means  of  a glass  test  tube  filled 
with  water  at  45° C. 


Results 

Phototests:  The  MED  was  determined  to  be  30 
seconds,  fhe  following  sites  developed  urticarial  plaques 
within  5 minutes  after  irradiation:  the  site  irradiated  with 
the  Xenon  arc  lamp  without  a filter,  the  site  irradiated 
with  the  .Xenon  arc  lamp  with  the  schott  WG-330  filter 


and  the  incandescent  light  bulb  irradiated  site.  The 
urticarial  response  was  localized  to  the  area  of  irradia- 
tion, without  a flare,  and  disappeared  in  2-4  hours.  The 
sites  irradiated  through  the  corning  filter  and  the  one 
irradiated  with  the  sunlamp,  did  not  developed  urticaria. 

Physical  tests:  All  the  sites  where  the  glass  test  tube 
with  water  at  45°  C or  above  was  applied,  developed  an 
urticarial  plaque  within  5-6  minutes  localized  to  the  site 
of  direct  contact  of  the  test  tube  with  the  skin  (Fig.  2). 


fhe  ice  cube  test,  the  exercise  test  and  the  test  for 
dermographism  were  negative,  fhe  tuorniquet  test 
showed  no  urticaria  while  the  tourniquet  was  applied, 
however  urticaria  circumscribed  to  the  site  of  application 
of  heat,  developed  within  5 minutes  after  release  of  the 
tourniquet. 

Intradermal  test:  I here  was  no  urticarial  response,  at 
the  sites  of  intradermal  injection  of  epinephrine, 
cimetidine,  diphenhydramine,  mecholyl  and  xylocaine 
1%  after  application  of  heat.  At  the  site  of  intradermal 
injection  of  histamine,  there  was  an  initial  urticarial 
response  which  increased  in  size  after  the  application  of 
heat,  fhe  passive  transfer  test  was  negative  in  the  two 
tested  areas. 
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Comment 

Localized  heat  urticaria  was  first  reported  by  Duke  in 
1924'  before  many  of  the  newer  concepts  concerning  the 
pathogenesis  of  urticaria  were  known.  This  discrepancy 
between  clinical  observation  and  lack  of  knowledge  in  the 
pathophysiological  events  leading  to  urticaria  brought 
about  a great  deal  of  confusion  and  as  a result,  overlap- 
ping existed  in  the  early  literature  between  solar,  cold, 
cholinergic  and  heat  urticaria.  Throughout  the  years,  the 
accumulated  knowledge  concerning  the  pathogenesis  of 
urticaria,  and  the  newer  reported  cases  of  this  rare  group 
of  diseases  have  facilitated  the  clarification  of  these 
entities  into  specific  diseases.  Heat  urticaria  is  an 
extremely  rare  form  of  a physical  urticaria.  Excluding 
those  cases  in  which  a clear  distinction  from  other 
physical  urticarias  could  not  be  made,  or  those  who  had  a 
mix  hot  and  cold  urticarial  sensitivity,'^  11  cases 
including  ours  were  gathered  from  the  literature.  All  had 
in  common  immediate  or  delayed  urticaria  upon  exposure 
to  any  form  of  heat  and  failure  of  other  stimuli  such  as 
cold,  emotional  stress,  physical  exertion  or  ultraviolet 
light  to  induce  urticaria. 

Under  the  name  of  urticaria  calórica,  Duke  in  1924' 
and  later  in  1925,^  described  a patient  with  a heat  sensi- 
tive urticarial  eruption  which  was  also  characterized  by 
the  appearance  of  urticarial  lesions  under  emotional  or 
physical  stress.  Hopkins^  in  1938,  described  15  patients 
with  a heat  sensitive  urticaria,  but  in  12  of  them,  the 
urticaria  was  also  elicited  by  phychic  stimuli,  exercise  or 
swimming.  More  importantly,  the  clinical  description  of 
the  urticarial  eruption  was  indistinguishable  from  that  of 
cholinergic  urticaria  and  all  of  the  patients  had  a positive 
intradermal  test  to  carbominoylcholine,  a stable 
cholinergic  agent. 

Lewis  in  1939'*  and  Delorme  in  19695  were  the  first  to 
describe  a patient  with  LHU  strictly  associated  to  heat 
exposure  and  unrelated  to  any  form  of  physical  or 
emotional  stress.  Delorme’s  patient  had  a negative 
intradermal  test  to  metacholine.  Nine  similar  reports 
appear  in  the  literature  thereafter.*-''* 

A summary  of  the  clinical  data  of  the  1 1 reported  cases 
in  which  no  other  stimuli  were  associated  is  shown  in 
Table  1.  The  age  of  onset  ranges  from  19to  36years  witha 
mean  of  36  years.  There  is  an  overwhelming  sex  and  race 


predominance  with  10  of  1 1 cases  being  females  and  7 out 
of  8 in  which  the  data  was  available  being  Caucasians. 

The  urticaria  was  characterized  as  being  immediate, 
localized  and  without  a flare  in  10  of  11  cases.  In 
Michaelsson’s'"*  patient,  the  lesions  began  to  appear  after 
2 hours.  Family  history  in  this  case  revealed  that  8 family 
members  were  possibly  affected  with  the  same  disease. 

All  of  the  cases  complained  of  photosensitivity.  In 
eight  cases  it  was  the  initial  complaint  which  brought  the 
patient  to  the  physician.  Other  less  often  associated 
symptoms  were  hay  fever,  headaches,  nausea,  flushing, 
rhinitis,  dizziness  and  syncope."*,  *,  *,  '*>,  There  were  no 
associated  systemic  symptoms  in  six  of  the  cases. 

Laboratory  data  showed  that  the  temperature  needed 
to  induce  urticaria  ranged  from  40  - 56°  C with  a mean  of 
43°  C.  In  our  case,  urticaria  could  be  elicited  by  either  the 
hot  water  test,  the  incandescent  light  bulb  or  the  xenon 
arc  lamp. 

The  passive  transfer  test  has  been  reported  negative  in 
all  of  the  6 cases  in  which  it  has  been  performed*,  '“*; 
Moreover,  the  intradermal  histamine  test  showed  an 
increased  reaction  in  2 of  the  cases,^  including  ours. 

The  intradermal  test  with  epinephrine  followed  by  a 
challenge  with  the  hot  water  test  inhibited  the  reaction  in 
our  patient  and  in  another  patient  in  which  it  was  done.’ 
The  same  observation  has  been  made  in  the  same  patient 
and  ours  using  the  tourniquet  test. 

Intradermal  xylocaine  also  inhibited  the  urticarial 
reaction  in  2 patients*-'"*  but  failed  to  do  so  in  one  other’ 
tested  and  our  own.  The  use  of  H i blockers  intradermally 
followed  by  a challenge  with  the  hot  water  test  has  been 
done  in  5 patients.  Diphenydramine  failed  to  block  the 
reaction  in  our  patient  and  DeMoragas’  cases  while 
chlorpheniramine  partially  inhibited  the  urticaria  in  3 
cases.*,  *,  '"*  Cimetidine,  an  H2  blocker,  inhibited  the 
reaction  in  our  patient  and  DeMoragas’  case  while 
to  inhibit  the  urticaria  in  one  patient.*  The  metacholine 
test  failed  to  provoke  an  urticarial  reaction  in  our  case 
and  4 other  in  which  it  was  done,*-*;  Furthermore,  it  did 
not  inhibit  the  induction  of  urticaria  after  a hot  water  test 
challenge.  Poldine  methosulphate  also  failed  to  inhibit 
the  reaction  in  1 patient  tested.’ 

Greaves  et  al,’  utilizing  the  skin  perfusate  technique 
obtained  increased  levels  of  histamine  after  an 


TABLA  I 


Clinical  data  of  patients  with  Heat  Urticaria 


Age/Sex 

Age  of  Onset 

Race 

Photosensitivity 

Type  of  Urticaria 

Associated  Symptoms 

I, 

Lewis  (4) 

19/  M 

19 

— 

Yes 

Localized  immediate 

syncope  rhinitis 
headache,  flushing 

2. 

Delorme  (5) 

29/ F 

23 

Cauc. 

Yes 

Localized  immediate 

nausea,  dizziness  etc. 

3. 

Michaelsson  ( 14) 

48/ F 

Childhood 

Cauc. 

Yes 

Localized  Delayed 

None 

4. 

DeMoragas  (6) 

25/ F 

24 

Cauc. 

Yes 

Localized  immediate 

None 

5. 

Willis,  et  al  (8) 

41/F 

39 

Cauc. 

Yes 

Localized  immediate 

None 

6. 

Greaves,  et  al  (7) 

36/  F 

33 

— 

Yes 

Localized  immediate 

Nausea  & Fever 

7. 

Leigh,  et  al  (9) 

36/ F 

36 

Black 

Yes 

Localized  immediate 

hay  Fever 

8. 

Wise,  R.D.,  et  al  (10) 

59/ F 

48 

— 

Yes 

Localized  immediate 

None 

9. 

Daman  L,  et  al  ( 1 1) 

32/ F 

31 

Cauc. 

Yes 

Localized  immediate 

None 

10. 

Starr  J.  C.,  et  al  (12) 

(present  case) 

38/ F 

36 

Cauc. 

Yes 

Localized  immediate 

Wheezing,  dyspnea 
and  pruritus 

1 1. 

Gon/.ále/.,  et  al 

35/F 

27 

Cauc. 

Yes 

Localized  immediate 

None 
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appropriate  heat  challenge  test.  On  the  other  hand, 
Daman  et  al,"  using  a similar  technique  failed  to  find 
significant  change  in  histamine  levels.  These  same 
authors  found  decreased  levels  of  total  hemolytic 
complement  Cj  and  factor  B after  heat  challenge. 
Electron  microscopic  studies  revealed  endothelial  cell 
damage  and  neutrophilic  degranulation  in  the  affected 
area  but  no  mast  cell  degranulation. 

Phototesting  has  been  performed  in  5 patients  and  our 
own. 5,  I-*  In  all  of  them,  urticaria  was  elicited  by  the 

visible  infrared  spectrum  of  the  electromagnetic  field. 
Phototesting  with  U VB  (290-320  nm)  and  UVA  (320-400 
nm)  failed  to  induce  an  urticarial  reaction  in  all  6 
patients. 

Different  modalities  of  therapy  have  been  tried  in  this 
disease.  Hi  blockers  such  as  diphenhydramine  and 
chlorpheniramine  have  failed  to  control  the  disease  but 
some  symptomatic  improvement  has  been  obtained  with 
chlorpheniramine. 

In  our  patient  the  use  of  Hi  blockers 
(Diphenhydramine,  hydroxyzine  pamoate  and 
chlorpheniramine)  failed  to  improve  the  disease. 

The  concomittant  use  of  an  Hi  and  H2  blocker 
(cimetidine)  did  not  help  our  patient  or  Starr’s'^  patient. 
Prednisone,  terbutaline  sulfate,  hydroxichloroquine  and 
B-carotene  were  unsuccesful  in  our  patient. 

It  is  still  not  clear  what  biophysical  events  lead  to 
urticaria  following  exposure  to  heat.  Histamine  was 
recuperated  by  the  skin  perfussion  technique  in  one 
patient^  after  a succesful  challenge  with  the  hot  water  test, 
but  was  not  elevated  using  a similar  technique  in  another 
patient."  Lack  of  clinical  response  with  Hi  blockers  in 
most  of  the  cases  and  the  lack  of  Hi  blockers  to  inhibit 
urticaria  following  exposure  to  heat  when  used  intrader- 
mally,  militates  against  histamine  as  the  sole  mediator  in 
this  disease.  Daman  et  al"  showed  decreased  C3  and 
factor  B levels  in  their  patient  suggesting  that  activation 
of  the  alternate  pathway  of  complement  may  play  an 
important  role  in  the  pathogenesis  of  this  type  of 
urticaria.  Starr'^  et  al  were  unable  to  demonstrate 
complement  activation,  either  by  factor  assays  or  by 
attempts  to  detect  the  complement  split  products  CsA 
and  C3A  in  their  plasma  after  heat  challenge. 

Greaves  et  aP  and  DeMoragas  et  aP  performed  the 
intradermal  test  utilizing  bradykinin  and  obtained 
normal  results.  The  possible  role  of  prostaglandins  in  this 
disease  has  not  been  evaluated. 

Neurovascular  integrity  appears  to  be  essential  for  the 
induction  of  urticaria.  The  application  of  a tourniquet 
inhibited  the  heat  mediated  urticarial  reaction  in  2 cases 
after  a hot  water  challenge,  but  upon  the  release  of  the 
tourniquet,  the  appearence  of  urticaria  proceeded  as 
usual. 

In  summary,  a total  of  11  cases  of  LHU  have  been 
studied,  LHU  is  an  extremely  rare  form  of  physical 
Urticaria  distinguishable  from  other  physical  urticarias 
clinically  and  by  laboratory  procedures.  The  disease 
affects  most  frequently  young-adult  women  with  a 


localized  urticarial  eruption  after  heat  exposure  that  is 
most  frequently  immediate  although  a delayed  variety 
has  been  reported  in  one  instance.  Systemic  symptoms 
are  infrequent  but  may  be  present  when  overwhelming 
exposure  to  heat  takes  place.  Photosentivity  is  a frequent 
complaint  and  may  be  the  presenting  symptom.  Lesions 
can  be  elicited  experimentally  using  either  the  hot  water 
test  or  infrared  light.  Most  patients  are  sensitive  to 
temperatures  between  40  to  56°  C.  No  successful  therapy 
has  been  found  for  this  disease,  although  some 
symptomatic  improvement  has  been  obtained  with 
chlorpheniramin  in  two  cases.  The  pathogenesis  and  the 
role  of  mediators  in  this  disease  are  still  not  clear. 

Resumen:  Se  discute  el  caso  de  una  paciente  de  35 

años  de  edad  que  se  presentó  con  urticaria  al  calor,  del 
tipo  localizado,  y que  clínicamente  simulaba  ser  una 
urticaria  solar. 

Las  lesiones  urticariales  podían  ser  inducidas  mediante 
la  prueba  de  exposición  al  agua  caliente,  irradiando  la 
piel  con  una  bombilla  de  luz  incandescente  o con  una 
lámpara  de  arco  de  xenón. 

En  el  repaso  de  la  literatura  se  encontró  un  total  de  11 
casos  de  pacientes  con  sensibilidad  urticarial  al  calor. 
Todos  estos  pacientes  mostraron  brotes  inmediatos  o 
tardíos  de  urticaria  al  ser  expuestos  a cualquier  fuente  de 
energía  termal,  y por  la  ausencia  de  respuesta  urticarial  a 
otros  estímulos  tales  como  el  frío,  el  stress  emocional,  el 
ejercicio  o la  exposición  a la  luz  ultravioleta.  La  fotosen- 
sibilidad es  una  queja  frecuente  en  estos  pacientes. 

La  prueba  de  exposición  al  agua  caliente  parece  ser  la 
más  significativa  para  el  diagnóstico  de  la  urticaria  al 
calor. 
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I Abstract:  Vasculitis  encompasses  a wide  spectrum  of 
I diseases  varying  from  self-limited,  strictly  cutaneous 
episodes  to  severe,  protracted  and  occasionally  fatal 
illnesses  which  frequently  involve  the  skin.  The 
- inflammatory  reaction  initiated  by  circulating  immune 
I complexes  gives  rise  to  typical  purpuric  lesions  when  the 
I complexes  are  deposited  in  the  cutaneous  and 
1 subcutaneous  vessels.  Characteristic  histopathological 
pictures  in  which  neutrophils,  lymphocytes  or  histiocytes 
predominate  are  observed.  Similar  changes  occur  in  the 
internal  organs  but  they  are  not  readily  accessible  for 
i diagnosis  and  may  not  be  as  well-defined  as  those  on  the 
surface.  A careful  study  of  skin  lesions  and  their 
correlation  with  systemic  signs  and  symptoms  is  a great 
aid  in  the  evaluation  of  internal  patholgy.  Such  a study 
on  170  patients  at  the  Puerto  Rico  Medical  Center  served 
to  elaborate  on  the  generally  accepted  classification  and 
to  prepare  a scheme  for  a clinico-pathologic  spectrum  of 
I cutaneo-systemic  vasculitis  which  may  help  bring  into 
I clearer  focus  this  complex  group  of  diseases. 

I’  \7  asculitis  denotes  a pathologic  process  in  which 
▼ inflammatory  cells  accumulate  in  and  around 

¡vessels  and  through  a progressive  reaction  cause  damage 
to  the  wall  in  the  form  of  necrosis,  fibrin  deposition, 
V hyalinization  or  granulomatous  involvement.  This 
: vascular  pathology  is  followed  by  inflammatory  changes, 
including  necrosis,  in  the  surrounding  and  dependent 
> tissues.  It  is  believed  that  vasculitis  is  due  to  an  allergic 
5 reaction  induced  by  antigens  such  as  drugs,  chemicals, 

1 infectious  microorganisms  and  endogenously  produced 
I substances.  On  the  basis  of  animal  experimentation  with 
5 the  Arthus  phenomenon  and  serum  sickness'  and  studies 
1 in  humans^  it  is  postulated  that  under  certain  conditions, 
r circulating  antigen-immunoglobulin  complexes  become 
t trapped  in  vessel  walls,  activate  complement  and  attract 
I neutrophils  which  engulf  the  complexes  and  cause 
* lysosomal  destruction  of  the  wall,  hemorrhage  and  fibrin 
I deposition.  Many  of  the  neutrophils  undergo  nuclear 
« fragmentation  or  leukocytoclasia,  this  being  the 
{ histologic  marker  for  the  most  common  type  of 
( vasculitis.  Less  frequently,  monocytes  are  mobilized  and 
i retained  as  activated  macrophages,  presumably  by  the 
I action  of  sensitized  lymphocytes,  to  do  the  digestive  and 
I destructive  work.  Some  of  them  are  transformed  into 
t immune  epithelioid  cells  which  encircle  the  vessel,  thus 

From  the  Department  of  Dermatology,  School  of  Medicine, 
i University  of  Puerto  Rico,  San  Juan,  Puerto  Rico. 

\ 


completing  the  picture  of  a granulomatous  vasculitis.  A 
third,  less  well-defined  type  is  characterized  by 
lymphocytic  dominance  without  notable  vascular 
necrosis.  Much  of  the  tissue  damage  observed  in  some  of 
the  members  of  this  last  group  appears  to  be  due  to 
secondary  vascular  changes.  There  are  clinical  entities 
that  show,  jointly  or  sequentially,  mixed  microscopic 
pictures. 

Any  organ  may  be  affected  by  vasculitis  and  give  rise  to 
variable  and  confusing  clinical  pictures  but  these  may  be 
clarified  by  a study  of  typical  lesions  on  the  skin,  which  is 
the  most  commonly  affected  organ  overall. ^ This  should 
not  be  surprising  since  the  entrapment  of  circulating 
immune  complexes  that  initiates  the  process  occurs  most 
readily  where  the  circulation  is  slower  and  the  blood 
viscosity  increased  by  relative  cooling  and  stagnation, 
conditions  easily  met  in  the  superficial  venular  plexus  of 
the  extremities  and  dependent  portions  of  the  body.  It  is 
appropriate,  then,  to  take  the  skin,  that  most  available  of 
organs,  as  a starting  area  for  the  clinical  and  pathological 
evaluation  of  vasculitic  disorders. 

Materials  and  Methods 

A retrospective  clinico-pathologic  study  was  carried 
out  on  239  patients  who  had  been  diagnosed  as  suffering 
from  various  vasculitic  disorders  mostly  at  the 
Department  of  Dermatology  of  the  University  of  Puerto 
Rico  School  of  Medicine  during  1967-1983.  Their  skin 
biopsies  and  in  9 cases,  autopsy  slides,  stained  with 
hematoxylin-eosin  and,  in  selected  instances,  with  PAS 
and  stains  for  elastic  and  reticulin  fibers,  were  re- 
evaluated on  the  basis  of  the  definition  of  vasculitis  given 
in  the  introduction  and  a correlation  with  the  clinical 
picture  depicted  in  their  records.  46  of  the  cases  were 
eliminated  because  they  represented  urticarial,  purpuric, 
suppurative,  ulcerative  or  thrombophlebitic  pictures  not 
meeting  the  histologic  criteria  for  a true  vasculitis.  23 
cases  were  dropped  because  of  incomplete  clinical  data 
for  adequate  evaluation.  The  remaining  170  cases  were 
assigned  according  to  their  histologic  features  to  the  three 
broad  categories  of  leukocytoclastic,  granulomatous  or 
lymphocytic  vasculitis.  The  age  and  sex  of  the  patient, 
types,  location,  duration,  symptoms  and  evolution  of 
skin  lesions,  systemic  symptoms  and  findings,  associated 
diseases,  medications  taken  prior  to  and  during  episodes, 
the  results  of  laboratory  and  clinical  tests,  the  treatment, 
complications  and  eventual  results,  were  noted  and 
tabulated.  After  a study  of  these  data  the  patients  were 
subdivided  into  well-defined  clinico-pathologic  entities. 
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Results  and  Complementary  Information 

I.  Leukocytoclastic  vasculitis 

125  patientes  (not  including  septic  vasculitis  or 
polyarteritis  nodosa)  were  included  in  this  group,  as 
shown  in  table  1. 

TABLE  I 


170  patients  with  vasculitis  studied  1967-1983 

I.  Leukocytoclastic  vasculitis  (125) 


A.  Cutaneous  (no  systemic  involvement)  (37) 

Self-limited  (resolutive)  type  2) 

Chronic  recurrent  type  8 

Eosinophilic  vasculitis  1 

Erythema  elevatum  diutinum  1 

Granuloma  faciale  (1  evolved  to  Wegener’s)  6 

B.  Cutaneo-systemic  involvement  (88) 

Cutaneo-systemic  vasculitis  28 

Serum  sickness  1 

Schonlein-Henoch  syndrome  21 

Urticarial  vasculitis  I 

Associated  to  collagen  disease 

Rheumatoid  arthritis  13 

Systemic  lupus  erythematosus  15 

Dermatomyositis  1 

Associated  to  malignancies,  etc  8 

C.  Septic  vasculitis  (10)  10 

D.  Polyarteritis  nodosa  (12) 

Cutaneous  polyarteritis  nodosa  6 

Classical  polyarteritis  nodosa  6 

II.  Granulomatous  vasculitis  (1 1) 

A.  Cutaneous  2 

B.  Cutaneo-systemic 

Wegener’s  granulomatosis  4 

Midline  granuloma  of  the  face  1 

Granulomatosis  of  Churg  & Strauss  3 

Giant  cell  arteritis  1 

III.  Lymphocytic  vasculitis  (13) 

Atrophie  blanche,  livedoid  vasculitis  10 

Lupus  erythematosus  profundus  2 

Systemic  lupus — maculo-papular  rash  1 


The  typical  cutaneous  lesions  of  leukocytoclastic 
vasculitis  are  2-6  millimeter  slightly  elevated,  purpuric, 
round  or  oval  areas,  so-called  palpable  purpura  (Fig  1). 
They  commonly  occur  in  crops  and  may  remain  discrete 
or  become  confluent,  occasionally  in  retiform  pattern. 
They  may  present  as  the  only  type  of  lesion  or  be 
accompanied  by  macules,  papules,  plaques,  nodules, 
vesicles,  ulcers,  wheals  or  pustules.  Any  of  these  may 
predominate  and  almost  all  show  a purpuric  component 
which  may  be  obvious  or  barely  discernible.  The  lesions, 
which  may  be  asymptomatic  or  accompanied  by  itching, 
burning  or  pain,  occur  most  frequently  on  the  lower 
extremities,  but  they  also  appear  on  the  arms,  trunk  and. 


Figure  1.  Leukocytoclastic  vasculitis.  Typical  purpuric  papules  that 
are  palpable. 


rarely,  the  head.  They  heal  with  some  pigmentation, 
which  eventually  disappears,  or  leave  a superficial  scar. 

The  histopathology  shows  a normal  or  disrupted 
epidermis,  depending  on  the  type  of  skin  lesion,  with 
accumulation  of  fluid,  exocytosis  or  focal  ulceration 
overlying  an  inflammatory  process  which  may  be  focal 
and  superficial  or  extend  throughout  most  of  the  dermis. 
The  fundamental  cells  are  neutrophils  within  and  around 
small  vessels  which  show  endothelial  swelling,  necrosis 
and  obstruction  with  fibrin  deposits.  Many  of  the 
neutrophils  disintegrate  into  fragments  which  appear  like 
nuclear  dust  (leukocytoclasia)  (Fig  2).  Eosinophils  and 
extravasated  erythrocytes  may  be  few  or  many.  Small 
round  cells,  chiefly  lymphocytes,  are  found  in  variable 
numbers,  sometimes  surpassing  neutrophils,  especially  in 
very  early  or  late  lesions. 


Figure  2.  Leukocytoclastic  vasculitis.  Nuclear  fragments,  neutrophils 
in  and  around  wall  of  venule  with  fibrin  deposit. 


A.  Cutaneous  involvement 

36  of  the  patients  had  skin  lesions  without 
demonstrable  systemic  involvement.  An  additional  one, 
discussed  later,  evolved  into  a serious  systemic  disease. 

Self-limited  (resolutive)  cutaneous  type.  21  patients 
ranging  from  3 to  80  years,  the  majority  being  20  to  40 
year-old  females,  had  lesions  that  disappeared  in  a few 
weeks,  spontaneously  or  upon  cessation  of  the 
presumably  etiologic  agent,  and  showed  no  tendency  for 
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recurrences.  Nearly  50%  had  taken  medications  for 
various  ailments  or  suffered  viral  or  bacterial  infections 
prior  to  the  onset  of  vasculits.  They  had  no  symptoms 
except  for  an  occasional  patient  with  transient  headache, 
malaise  or  low  grade  fever.  The  laboratory  was  usually 
negative  except  for  slight  elevation  of  the  sedimentation 
rate  or  the  white  blood  cell  count  in  some.  Low  doses  of 
prednisone,  antihistamines  and  topical  steroids  appeared 
to  be  quite  helpful. 

Chronic  recurrent  cutaneous  type.  8 patients  ranging 
from  27  to  67  years  with  an  average  age  of  42  and  equal  sex 
distribution  in  whom  no  systemic  involvement  was  found 
after  exhaustive  workups,  had  predominantly  palpable 
purpuras  and  plaques  which  were  itchy,  burning  or 
tender  but  their  disease  was  much  more  prolonged  than 
that  of  the  previous  group,  with  recurrent  episodes 
lasting  from  1 to  10  years.  Treatment  with  antihistamines 
was  hardly  of  any  help  and  systemic  or  intralesional 
steroids  gave  only  transient  improvement.  This  group 
corresponds  to  that  reported  by  Cupps,  Springer  and 
Fauci  as  chronic,  recurrent  small-vessel  cutaneous 
vasculitis.'* 

Eosinophilic  vasculitis.  One  patient,  a 34  year-old 
man,  had  a chronic  recurrent  eruption  of  itchy 
erythemato-violaceous  papules  and  plaques  on  the  head, 
trunk  and  hands  associated  to  pronounced  bone  marrow 
and  peripheral  blood  eosinophilia  but  no  demonstrable 
systemic  involvement.  The  histologic  picture  in  repeated 
biopsies  was  a small  vessel  vasculitis  in  which  practically 
the  only  cells  were  eosinophils.  This  patient  was  reported 
as  an  example  of  hypereosinophilic  syndrome  but  it  is  felt 
that  he  merits  separation  as  a case  of  eosinophilic 
vasculitis. 5 

Erythema  elevatum  diutinum.  One  patient,  a 63  year- 
old  woman,  presented  with  this  extremely  rare  cutaneous 
disease  which  is  characterized  by  notoriously  persistent 
plaques  and  nodules  mostly  over  the  extensor  aspect  of 
the  extremities,  based  on  a peculiar  leukocytoclastic 
vasculitis.  There  is  a dense  neutrophilic  infiltrate  with 
i marked  nuclear  fragmentation  around  and  within  vessel 
j walls  which  show  fibrin  deposition  and  notable 
I concentric  trabeculation. 

I‘  Granuloma  facíale.  5 women  and  1 man,  aged  24  to  72 

years  (average  of  49  years),  suffered  of  this  disease  which 
is  characterized  by  persistent  brownish-red  nodules  and 
plaques  mostly  on  the  nose  but  occurring  anywhere  on 
1 the  face.  Identical  lesions  may  be  found  on  the  trunk  and 
¡ upper  extremities,  as  shown  by  4 of  our  patients.  The 
histopathology,  in  addition  to  small  vessel  vasculitis  with 
thickening  and  trabeculation  of  the  wall,  shows  a 
: subepidermal  and  periadnexal  grenz  zone  and,  as  the 
lesion  ages,  the  participation  of  macrophages  and 
occasional  giant  cells  which,  in  effect,  denotes  evolution 
to  a granulomatous  picture.  One  of  these  patients,  a 65 
year-old  woman,  after  apparently  clearing  up  of 
vasculitic  arciform  nodular  and  plaque-type  lesions  of 
the  face,  arms  and  breasts,  presumably  caused  by 
penicillin  sensitivity,  developed  during  a period  of  6 years 
granuloma  faciale  with  typical  clinical  and  histologic 
features  on  the  face,  trunk  and  arms.  She  eventually  died 
of  a systemic  disease  resembling  Wegener’s  gran- 


Figure  3.  Granuloma  faciale  evolving  towards  Wegener’s  granulo- 
matosis. Multiple  nodules,  necrosis  of  nasal  cavity  leading  to  saddle- 
nose  deformity. 
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Figure  4.  Granuloma  “faciale.”  Pathology  of  arm  lesion  in  patient 
shown  in  figure  3. 
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ulomatosis,  with  nasal  destruction  reminiscent  of  lethal 
midline  granuloma  and  cellular  features  evoking 
lymphomatoid  granulomatosis  (Figs.  3,  4). 

B.  Cutaneo-systemic  involvement 

88  patients  had  internal  involvement  associated  to  skin 
lesions. 

Cutaneo-systemic  vasculitis  (regular  or  “idiopathic” 
type,  i.e.,  not  having  the  special  features  or  relationship 
with  other  diseases  that  characterized  the  other  members 
of  the  group).  28  patients  ranging  in  age  from  7 to  70 
years,  the  majority  older  than  30,  with  a 2:1  female 
predominance,  had  crops  of  skin  lesions,  some 
accompanied  by  edema  of  the  affected  extremity, 
associated  to  systemic  involvement.  This  included 
arthralgias,  myalgias,  fever,  general  malaise,  headache, 
mental  confusion,  peripheral  neuropathies,  cough,  chest 
and  abdominal  pain,  nausea,  vomiting,  diarrhea, 
hermatochezia,  lymphadenopathies  and  others.  The 
most  serious  problem,  which  is  frequently  asymptomatic, 
is  renal  involvement,  manifesting  itself  as  persistent 
microhematuria  or  proteinuria  and  possibly  evolving 
towards  renal  insufficiency.  This  occurred  in  3 of  the 
patients  of  this  group.  The  laboratory  findings  include 
elevation  of  ESR,  WBC  and  immunoglobulins,  changes 
in  complement,  cryoglobulins  and  others.  The  course  of 
the  disease  is  unpredictable;  it  could  be  short  and  self- 
limited or  more  commonly,  chronic  and  recurrent. 
Steroids  alleviate  the  symptoms  but  do  not  appear  to 
alter  the  natural  course  of  the  disease. 

Serum  sickness.  This  disease,  rare  nowadays  but 
simulated  by  hypersensitivity  to  certain  drugs,  occurred 
in  a 28  year-old  prison  guard  as  a purpuric  rash  over  the 
joints  and  buttocks  associated  to  fever,  femoral 
adenopathy,  pain  and  swelling  of  the  joints  after 
receiving  tetanus  antitoxin,  penicillin  and  a 
cephalosporin  for  stab  wounds.  He  responded  well  to 
oral  prednisone. 

Schonlein  - Henoch  syndrome.  21  patients,  mostly  of 
pediatric  age,  were  placed  in  this  well-defined  syndrome 
which  is  characterized  by  purpuric  skin  lesions  associated 
to  colicky  abdominal  pains,  nausea,  malaise,  fever, 
arthralgias  and  variable  renal  involvement  following  a 
viral  or  streptococcal  infection.  Signs  include  edema  of 
the  legs,  hands  and  occasionally  the  face  and  genitals, 
melena  and  rarely,  indications  of  intussusception.  The 
course  of  the  disease,  which  commonly  resolves 
spontaneously,  may  be  largely  determined  by  the  renal 
involvement.  This  could  be  asymptomatic  and  self- 
limited or  evolve  towards  nephrosis  or  progressive  renal 
disease  with  insufficiency.*  Nearly  50%  of  the  patients  in 
this  group  showed  some  evidence  of  renal  damage,  3 of 
them  persistent,  and  one  ended  in  chronic  renal  failure. 
Treatment  is  mostly  symptomatic,  with  close  observation 
of  the  renal  status.  Steroids  do  not  seen  to  modify  the 
normal  evolution  of  the  process  but  could  be  effective  in 
alleviating  edemas  and  other  symptoms. 

Urticarial  vasculitis.  Urticaria  or  wheals,  commonly 
associated  to  other  types  of  lesions,  occurred  in  about  10% 
of  our  patients,  almost  all  with  lupus  erythematosus  or 
rheumatoid  arthritis.  In  one  patient,  a 51  year-old 


woman,  however,  they  were  representative  of  urticarial 
vasculitis,  an  independent  entity.  This,  occurring  mostly 
in  women,  is  characterized  by  chronic  urticaria  with 
individual  lesions  lasting  24-72  hours  associated  to 
episodic  polyarthralgias,  abdominal  pain,  occasionally 
arthritis,  myositis  and  lymphadenopathies,  rarely 
neuropathies  and  frequently  hypocomplementemia  and 
increased  ESR.^  Treatment  is  symptomatic,  including 
low-dose  prednisone. 

Cryoglobulinemia  and  hyperglobulinemia  Cryo- 
globulins are  immunoglobulins  which  precipitate  at 
4°  C and  have  been  classified  as  type  I if  consisting  of 
monoclonal  IgM,  IgG  or  IgA,  as  type  II  if  there  is  a 
combination  of  a monoclonal  immunoglobulin  acting  as 
antibody  with  polyclonal  IgG  as  antigen,  and  as  type  III 
when  composed  of  a mixture  of  polyclonal 
immunoglobulins  at  times  also  with  other  molecules, 
such  as  lipoproteins  or  Clq.*  Type  1 cryoglobulinemia 
occurs  in  association  with  multiple  myeloma  or 
Waldenstrom’s  macroglobulinemia.  Types  II  and  III 
commonly  behave  as  immune  complexes  and  may  cause 
vasculitis.  Mixed  cryoglobulinemia  is  frequently 
secondary  to  lymphoproliferative  and  other  disorders 
which  may  be  hyperglobulinemic,  such  as  connective 
tissue  diseases  and  certain  infections  and  infestations,  in 
all  of  which  acral  ulcerations  may  occur  from  prolonged 
exposure  to  cold.  A seemingly  distinct  form  occurring 
predominantly  in  women  as  an  insidious  disease  with 
purpuric  lesions,  acrocyanosis  and,  at  times,  ulcers, 
associated  to  arthralgias,  myalgias,  occasional 
abdominal  pains  and  neuropathies  and,  in  one  fourth  of 
the  patients,  a severe  glomerulonephritis,  has  been  termed 
“primary  (essential)  mixed  cryoglobulinemia”’  but  this  is 
in  question  since  many  of  the  patients  are  shown  to  have 
hepatitis  B. 

Waldenstrom’s  purpura  hyperglobulinemica,  which 
occurs  mostly  on  the  legs  of  women  as  crops  of  flat 
purpuric  lesions  associated  to  notable  elevations  in 
polyclonal  gammaglobulin,  used  to  be  considered 
primary  but  the  majority  of  the  cases  have  been  shown  to 
be  associated  to  connective  tissue  or  lymphoproliferative 
disorders. 

None  of  our  patients  were  unequivocally  proven  to 
have  primary  cryoglobulinemic  or  hyperglobulinemic 
vasculitis. 

Vasculitis  associated  to  collagen  diseases.  The  most 
common  vasculitic  pattern  in  rheumatoid  arthritis  is  the 
presence  of  purpuric  lesions.  These,  including  urticarial 
ones,  occurred  in  13  of  our  patients.  It  may  be  difficult  to 
determine  whether  the  lesions  are  due  to  autoantigens  or 
the  medications  given  for  the  arthritis.  Disappearance  of 
the  rash  after  discontinuation  of  the  drugs  points  to  the 
latter  as  etiology.  Patients  with  rheumatoid  arthritis  may 
also  show  subcutaneous  nodules  with  fibrinoid  necrosis, 
smaller  intradermal  vasculitic  digital  nodules  and  a 
constellation  of  lesions  including  livedo  reticularis, 
nodules  and  ulcers,  as  part  of  a multisystemic  vasculitis 
similar  to  polyarteritis  nodosa.'* 

15  patients  had  urticarial  and/or  purpuric  leuko- 
cytoclastic  vasculitic  lesions  associated  to  systemic  lupus, 
in  which  purpura  may  also  be  due  to  thrombocytopenia. 
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The  histology,  as  seen  in  one  of  our  patients,  may  be 
lymphocytic  in  nature.  Systemic  vasculitis  is  a salient 
feature  of  this  disease  and  cutaneous  lesions  may  also 
present  as  Raynaud’s  phenomenon,  chilblains, 
reticulated  telangiectatic  erythemas,  digital  and 
subungual  microinfarcts,  ulcers,  and  lupus  erythemat- 
osus profundus. 

In  scleroderma  acral  ulcers  and  Raynaud’s 
phenomenon  result  from  vasospasm  and  ischemia 
without  demonstrable  vasculitis.  Perivascular  lympho- 
cytic aggregates  are  seen  in  some  plaques  and  very  rarely 
leukocytoclastic  changes  have  been  noted  in  early  lesions. 
Both  cell-mediated  and  immune  complex  mechanisms 
are  implicated." 

Although  the  principal  mechanism  in  dermatomyositis 
appears  to  be  cell-mediated  there  is  evidence  pointing  to 
immune  complex  vasculitis,  which  could  be  primarily 
neutrophilic  in  some  stages  and  lymphocytic  in  others, 
especially  in  children."  One  of  our  patients,  a 70  year-old 
man,  had  a leukocytoclastic  plaque  on  an  arm. 

Patients  with  Sjogren’s  syndrome,  generally 
hyperglobulinemic,  frequently  show  vasculitic  purpuric 
and  ulcerating  lesions,  mostly  on  the  lower  extremities. 
The  predominant  cell  is  the  lymphocyte. 

Vasculitis  associated  to  malignant  and  other  diseases.  8 
patients  (4  with  lymphoproliferative  or  hematologic 
disorders,  2 with  malignant  tumors,  and  1 each  with 
chronic  liver  disease  and  “chronic  arthritis”)  had 
purpuric  vasculitic  lesions  probably  based  on  circulating 
immune  complexes  formed  with  tumoral  or  other  cellular 
antigens. 

Septic  vasculitis 

In  addition  to  the  previously  enumerated  patients  10  were 
classified  as  having  septic  vasculitis  (4  gonococcemia,  2 
meningococcemia,  2 patients  complicated  by  high  doses  of 
steroids,  1 subacute  bacterial  endocarditis  and  1 
retroperitoneal  and  pulmonary  fibrosis  with  sepsis). 
Chronic  gonococcemia,  the  prototype  of  this  group,  occurs 
in  young  adults  who  present  with  fever,  arthralgias  that  may 
evolve  to  arthritis  of  a major  joint,  and  a few  purpuric  skin 
lesions  which  may  be  surrounded  by  erythematous  halos, 
located  on  the  distal  portion  of  the  extremities.  The 
histopathology  shows  neutrophils  and  lymphocytes  around 
vessels  that  may  have  fibrin  deposits  but  nuclear  dust  is 
minimal,  microthrombi  are  constant  and  epidermal 
necrosis  with  microvesicopustules  is  common,  features 
which  help  differentiate  septic  from  typical  leukocytoclastic 
vasculitis. 

Polyarteritis  nodosa 

Cutaneous  type.  Polyarteritis  nodosa  limited  to  the 
skin  is  an  essentially  benign  disorder  clearly 
distinguishable  from  systemic  polyarteritis,  which  may 
also  show  skin  lesions  but  carries  a grave  prognosis."  6 of 
our  patients  (5  females,  1 male)  ranging  from  17  to  75 
years  of  age  presented  with  this  disease.  It  is  characterized 
by  chronic  recurrent  outbreaks,  usually  on  the  legs,  of 
reddish  painful  nodules  which  eventually  turn  bluish  and 
may  ulcerate,  frequently  occurring  together  with  a 
pattern  of  livedo  reticularis  and  occasionally  forming 
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part  of  rosette-like  patches  that  simulate  a starburst. 
They  are  accompanied  by  myalgias,  arthralgias  and 
neuralgias  in  the  affected  extremity.  The  patients  may 
complain  of  general  malaise  and  some  episodes  may  be 
febrile  but  the  systemic  examination  and  laboratory  tests 
are  negative  except  for  an  elevated  ESR  or  an 
electromyogram  that  may  suggest  neuropathies  or 
myositis.  The  histopathology  shows  in  the  subcutis  or 
dermo-hypodermal  junction  a partially  or  notably 
necrotic  artery  infiltrated  by  neutrophils,  some  nuclear 
dust  and  eosinophils,  surrounded  by  lymphocytes.  The 
treatment  is  symptomatic. 

Systemic  type.  Of  6 patients  (5  male,  1 female  ranging 
from  18  to  59  years)  that  suffered  systemic  polyarteritis 
nodosa,  two  18  year-old  males  who  were  still  alive  had 
cutaneous  nodules  on  the  extremities  with  characteristic 
subcutaneous  changes  of  neutrophilic  infiltrates,  fibrin 
deposition  and  necrosis  of  the  wall  of  an  artery 
surrounded  by  lymphocytes  and  histiocytes.  This 
process,  which  is  segmental  and  repaired  with  fibrosis, 
could  cause  partial  or  total  obstruction  of  the  vessel  and 
result  in  ischemic  necrosis  of  the  tissue.  It  is  responsible 
for  the  protean  manifestations  of  this  multisystemic 
disease  in  which  paractically  every  organ  except  the  lungs 
may  be  affected.  Besides  the  characteristic  deep-seated 
nodules,  which  tend  to  be  pulsatile  and  follow  the 
trajectory  of  the  artery,  the  skin  may  also  show  livedo 
reticularis,  non-specific  purpuric  patches  and  wheals, 
blisters,  ulcers  and  rarely,  gangrene.  None  of  the  4 
patients  who  died  of  the  disease  and,  incidentally,  were 
diagnosed  post-mortem,  had  characteristic  skin  lesions. 
Only  one  had  non-specific  hemorrhagic  areas  on  the 
conjunctivae  and  the  tip  of  the  tongue.  Untreated 
polyarteritis  nodosa  is  a progressive  and  fatal  disease  but 
immunosuppressive  treatment,  particularly  cyclo- 
phosphamide combined  with  prednisone,  has  achieved  a 
5 year  survival  in  80%  of  the  patients. ^ 

Infantile  polyarteritis  nodosa  of  the  coronary  vessels 
may  occur  in  the  course  of  the  mucocutaneous  lymph 
node  syndrome  of  Kawasaki  which  is  characterized  by 
fever,  conjuctivitis,  a scarlatiniform  eruption  and  notable 
cervical  lymphadenopathy." 

Fauci  has  pointed  out  that  among  patients  in  the 
polyarteritis  nodosa  group  of  systemic  necrotizing 
vasculitis,  which  includes  classical  polyarteritis  and 
allergic  granulomatosis  of  Churg  and  Strauss,  there  are 
some  that  share  clinical  and  pathological  manifestations 
of  both  entities  but  cannot  be  satisfactorily  classified  as 
either.  He  has  proposed  the  term  “overlap  syndrome”  for 
these  cases." 

II.  Granulomatous  vasculitis 

The  diseases  of  this  group  are  much  less  frequent  than 
those  in  the  leukocytoclastic  category.  In  fact,  some  of 
them,  such  as  Wegener’s  and  Churg  and  Strauss’ 
granulomatosis  may  show  a notable  leukocytoclastic 
component  in  their  cutaneous  lesions.  It  is  the 
granulomatous  aspect  what  distinguishes  and  logically 
places  them  under  this  classification.  1 1 patients  were 
included  in  this  group  as  shown  in  table  1. 
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A.  Cutaneous  involvement 

Skin  lesions  with  a granulomatous  histology 
associated  to  vasculitis  can  usually  be  related  to  well- 
established  clinical  entities,  if  not  readily,  ater  adequate 
re-examinations.  This  is  the  case  with  some  infectious 
diseases  such  as  leprosy,  syphilis  or  tuberculosis  and  the 
systemic  granulomatous  vasculitides.  Yet  there  are 
occasional  cases  which  cannot  be  integrated  to  any 
identifiable  systemic  disease  and  must  remain  labeled  as 
“cutaneous  granulomatous  vasculitis.”  2 patients  were 
assigned  to  this  category.  One  was  a 26  year-old  woman 
with  a 5-year  history  of  recurrent  papulovesicular  and 
necrotic  lesions  on  the  extremities  based  on  perivascular 
lymphocytic  infiltrates,  some  associated  to  fibrin 
deposits,  and  most  significantly,  histiocytes  and 
epithelioid  cells  around  small  arteries  which  showed 
necrosis  of  their  wall,  all  this  unassociated  to  any 
systemic  involvement.  The  other  was  a 52-year-old 
woman  with  papulonodular  lesions  on  the  left  frontal 
area,  exactly  the  same  place  where  she  had  herpes  zoster 
treated  with  low-doses  of  oral  steroids  one  month 
previously,  that  showed  in  biopsy  extravascular 
granulomas  and  granulomatous  vasculitis  in  the  deep 
dermis.  Her  lesions  disappeared  a few  weeks  later 
without  any  evidence  of  central  nervous  system  or  other 
internal  involvement. 

B.  Cutaneo-systemic  involvement 

Lymphomatoid  granulomatosis.  This  disease  usually 
attacks  the  lungs  and  occasionally  the  central  nervous 
system  and  kidneys  of  middle-aged  patients  (males  2:1). 
It  is  an  angiocentric  and  destructive  granulomatous  and 
lymphoproliferative  process,  with  the  development  of 
lymphoma  not  involving  lymph  nodes,  spleen  or  bone 
marrow,  in  over  10%  of  the  patients.  The  skin  may  show 
erythematous  macules,  nodules  and  plaques  that  may 
ulcerate,  especially  on  the  lower  extremities,  buttocks 
and  at  times,  the  abdomen.  The  histology  is  characterized 
by  a focally  angiocentric  polymorphous  and 
pleomorphic  infiltrate  of  lymphoid  and  plasmacytoid 
cells  admixed  with  histiocytes,  which  may  be  atypical  and 
show  mitotic  activity. 

Midline  granuloma  of  the  face.  Also  known  as 
“midline  malignant  reticulosis”,  this  often  lethal  disease  is 
characterized  by  progressive  ulcerations  which  start  in 
the  nasopharynx,  the  paranasal  sinuses  or  the  palate  and 
cause  destruction  of  the  central  tissues  of  the  face.  The 
clinical  picture  has  some  of  the  features  of  Wegener’s 
granulomatosis  but  the  histology,  which  in  addition  to  a 
chronic  non-specific  inflammatory  reaction  shows  cells 
that  are  atypical  and  “malignant  appearing,”'^  suggests  a 
peculiar  lymphomatous  process  and  a link  with 
lymphomatoid  granulomatosis,  particulary  in  those 
patients  who  also  have  lung  involvement.  A 37  year-old 
man  who  died  of  this  disease  and  was  originally  classified 
as  a “malignant  reticulosis”  variant,  did  show 
granulomatous  vasculitis  in  the  subcutaneous  tissue. 

Wegener’s  granulomatosis.  About  50%  of  victims  of 
this  serious  disease,  which  is  characterized  by  necrotizing 
granulomas  of  the  respiratory  tract,  necrotizing  vasculitis 


with  leukocytoclasia  of  the  lungs  and  other  organs  and 
focal  glomerulonephritis  which  could  become 
granulomatous,  are  reported  to  have  skin  and  mucosal 
lesions.^  There  may  be  papules,  nodules  or  punched-out 
ulcers  on  the  skin  and  ulcers  inside  the  nose,  on  the 
tongue  and  gingiva.  The  pathology  of  these  frequently 
shows  non-specific  inflammation  and  necrosis  but  could 
be  suggestive  of  the  diagnosis  if  associated  to  extra- 
vascular  granulomas,  especially  in  the  mucosal  lesions,  or 
strongly  supportive  or  confirmatory  if  granulomatous 
vasculitis  is  found.  Purpuric  papules,  vesicles  and  painful 
nodules  based  on  a leukocytoclastic  vasculitis  may  also 
occur  on  the  trunk  and  extremities.  The  vast  majority  of 
patients  suffer  of  purulent  sinusitis,  rhinitis  and  nasal 
obstruction.  Destruction  of  cartilage  may  cause  saddle 
nose  deformity.  Ocular  changes  may  be  manifested  as 
proptosis,  conjunctivitis  and  scleritis.  There  may  be 
limited  forms  of  this  disease,  especially  in  the  lungs, 
without  evidence  of  glomerulonephritis  or  tendency  to 
involve  the  upper  respiratory  tract,  and  in  them,  ulcers 
and  subcutaneous  nodules  are  frequent.'* 

4 patients,  all  of  whom  died,  were  classified  as 
Wegener’s  granulomatosis.  Two  adult  males  had  typical 
mucocutaneous  involvement,  one  was  the  65  year-old 
woman  with  granuloma  faciale  and  atypical  evolution 
referred  to  previously  and  the  other  was  an  80  year-old 
woman  who  had  no  skin  lesions. 

Allergic  granulomatosis  of  Churg  and  Strauss.  In  1951 
these  authors  called  attention  to  a group  of  patients,  clas- 
sified until  then  as  polyarteritic,  who  had  asthma, 
eosinophilia  and  granulomatous  vascular  and  extra- 
vascular  lesions,  including  the  lungs,  which  clearly  dif- 
ferentiated them  from  classical  polyarteritis  nodosa.'^  A 
persistent  fever  in  an  asthmatic  may  indicate  evolution  to 
this  multisystemic  disease  manifested  by  neuropathies, 
hypertension,  abdominal  pain,  bloody  diarrhea,  joint 
pains,  general  weakness,  weight  loss  and,  in  the  majority  of 
patients,  cutaneous  lesions  such  as  purpuras,  papules  or 
nodules  which  tend  to  ulcerate,  mostly  on  the  extremities. 
The  systemic  histology  shows  granulomatous  vasculitis 
and  extravascular  granulomas  with  necrosis  and 
eosinophilic  infiltrates.  The  purpuric  skin  lesions  may 
show  a leukocytoclastic  vasculitis  and  the  papulonodular 
ones,  areas  of  basophilic  necrosis  with  neutrophils  and 
nuclear  dust  bordered  radially  by  histiocytes,  epithelioid 
cells  and  lymphocytes,  and  in  the  neighboring  stroma, 
angiocentric  groups.  This  characteristic  pathology  may 
be  extremely  valuable  to  clarify  confusing  systemic 
pictures  in  this  disease  which,  untreated,  has  a grave 
prognosis.  3 patients,  an  18  year-old  woman  who  was 
diagnosed  in  1973  by  the  typical  histology  of  hand 
papules  and  ten  years  later  was  still  alive  on  steroid  treat- 
ment (figs  5,  6),  a 45  year-old  woman  with  transitory 
lesions  who  later  developed  typical  nodules,  diagnosed 
and  treated  successfully  in  1983,  and  a 67  year-old  man 
without  cutaneous  involvement  who  died  6 weeks  after 
admission,  were  classified  in  this  category. 

Granulomatous  angiitis  of  the  central  nervous  system. 
This  is  a rare  disease  of  older  persons  who  present  with 
severe  headache,  confusion,  intelectual  deterioration, 
neurogenic  nauseas,  cranial  neuropathies  and,  rarely. 
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Figure  5.  Allergic  granulomatosis  of  Churg  & Strauss.  Papulonodular 
lesions  on  the  fingers  of  an  18  year-old  patient. 


Figure  6.  Allergic  granulomatosis  of  Churg  & Strauss.  Characteristic 
extravascular  granuloma  with  histiocytes  bordering  necrotic  collagen, 
nuclear  fragments. 


convulsions,  based  on  an  arteriolitis  with  mononuclear 
infiltrates  and  giant  cells.  It  is  preceded  in  several 
reported  cases  by  infections  with  the  varicella-zoster 
virus  related  or  not  to  Hodgkin’s  disease  or  other 
lymphoma.^*’  This  entity  was  watched  for  but  did  not 
develop  in  the  52  year-old  woman  with  post-zoster 
cutaneous  granulomatous  vasculitis  mentioned 
previously. 

Giant  cell  (temporal)  arteritis.  This  is  a chronic 
granulomatous  arteritis  with  giant  cells  leading  to  partial 
or  complete  obliteration  of  larger  vessels,  predominantly 
those  that  branch  out  from  the  carotid  artery.  It  occurs 
mostly  in  older  people,  who  complain  of  weakness, 
weight  loss,  low  grade  fever  and  pains  which  become 
progressive  and  incapacitating  in  the  head  and  neck 
region,  joints  and  proximal  muscles  (polymyalgia 
rheumatica).  Pigmentation,  palpable  nodules  and 
ulcerations  may  be  observed  along  the  distribution  of  the 
temporal  artery,  which  may  hardly  pulsate.  Rarely  there 
may  be  partial  necrosis  of  the  tongue.^'  A 53  year-old 
man  with  history  of  congestive  heart  failure  and  a 
cerebrovascular  accident,  who  had  no  apparent 
cutaneous  signs  of  this  disease,  died  shortly  after  admis- 
sion and  was  diagnosed  as  such  post-mortem. 

Arteritis  of  Takayashu,  in  which  there  is  gran- 


ulomatous involvement  of  the  aorta  and  major  arteries,  is 
a rare  disease  predominating  in  young  women  who 
initially  suffer  fever,  night  sweats,  easy  fatigability, 
headaches,  weight  loss,  joint  and  muscle  pains  and 
eventually  show  signs  of  cardiovascular  insufficency, 
There  is  a characteristic  loss  of  pulses  and  a peculiar 
downward  gaze  with  the  neck  in  flexion  to  counteract 
diminution  of  visual  acuity.  Rarely,  in  the  initial  inflam- 
matory stage  there  may  be  painful  vasculitic  nodules  and 
ulcers  on  the  legs. 22 

III.  Lymphocytic  vasculitis 

Lymphocytes  are  almost  ubiquitous  in  vasculitis,  and 
in  some  leukocytoclastic  types  such  as  polyarteritis 
nodosa  and  those  associated  to  connective  tissue 
diseases,  as  well  as  in  lymphomatoid  granulomatosis, 
they  are  outstanding.  However,  lymphocytic  vasculitis  is 
an  acceptable  designation  only  when  lymphocytes  are  the 
predominant  cells  in  direct  association  with  vascular 
damage.  Since  this  is  not  frequently  observed,  the  subject 
of  lymphocytic  vasculitis  is  nebulous  and  controversial. 
Some  of  the  commonest  diseases  considered  under  this 
heading  were  not  included  in  our  study  because  they  are, 
for  the  most  part,  dermatological  entities  not  primarily 
diagnosed  as  “vasculitis.”  They,  however,  will  be  briefly 
described. 

Purpura  pigmentosa  chronica  comprises  a group  of 
four  closely  related,  strictly  cutaneous  diseases  in  which 
reddish-brown  macules  and  papules  located  on  the  lower 
extremities  contain  tiny  purpuric  puncta.  The  histology 
shows  a superficial  focal  extravasation  of  erythrocytes 
and  a chiefly  lymphocytic  infiltrate  in  close  association 
with  capillaries  that  evidence  endothelial  swelling  and 
hyalinization. 

Pityriasis  lichenoides  occurs  in  two  types.  The  chronic 
variety  shows  recurrent  crops  of  scaly,  brownish-red,  flat 
papules  which  last  years.  The  acute,  more  severe  type,  is 
characterized  by  papules  or  nodules  that  become  necrotic 
and  frequently  hemorrhagic,  the  individual  lesions 
healing  spontaneously  in  a few  weeks  with  a superficial 
scar,  the  disease  being  kept  active  by  recurrent  crops, 
mostly  on  the  trunk,  over  a period  of  several  months.  Its 
histology  shows  aggregates  of  lymphocytes  around  and 
within  the  walls  of  small  dermal  vessels  which  may 
evidence  endothelial  swelling  and  fibrin  deposits. 
Usually,  there  are  extravasated  erythrocytes  around  the 
vessels  and  seeping  through  an  edematous  or  partially 
necrotic  epidermis. 

Lymphomatoid  papulosis  resembles  acute  pityriasis 
lichenoides,  of  which  it  is  considered  to  be  a variant  by 
some,  but  histologically  shows  large,  atypical, 
lymphoma-like  cells  admixed  with  the  smaller 
mononuclear  infiltrate.  It  has  been  suggested  that  this 
disease  may  be  a cutaneous  variant  of  lymphomatoid 
granulomatosis. 22 

Erythema  multiforme  varies  clinically  from  a self- 
limited eruption  of  reddish  macular,  vesicular  and 
papular  lesions,  some  suggesting  a target,  to  Stevens- 
Johnson  syndrome,  in  which  pluriorificial  involvement 
predominates  and  aggravates  the  picture,  to  a severe, 
frequently  fatal,  generalized  toxic  epidermal  necrolysis. 
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It  has  been  suggested  that  erythema  multiforme  may  have 
an  early  transient  vasculitic  phase  because  of  its  frequent 
relationship  with  drugs  and  herpes  simplex  and  the 
finding  of  circulating  immune  complexes,  lowering  of 
complement  in  the  blister  fluid  and  deposits  of  C3  and 
IgM  in  early  lesions. The  dominant  cells  in  the  lesions 
that  are  usually  biopsied  are  lymphocytes  but  a vasculitic 
picture  has  not  been  recognized. 

Atrophie  blanche  de  Milian  is  a chronic  recurrent  skin 
disease  which  occurs  on  the  lower  third  of  the  legs,  mostly 
in  women,  as  porcelain-white  sclerotic  areas  with 
telangiectatic  puncta,  bordered  by  hyperpigmentation 
and  telangiectatic  papules,  frequently  associated  to 
painful  ulcers.  The  characteristic  histology,  known  as 
“hyalinizing  segmental  vasculitis,”  consists  of  fibrin 
deposits  and  hyalinization  of  small  vessels  which  become 
partially  or  totally  obliterated,  leading  to  atrophy  and 
ischemic  ulceration.  Inflammatory  cells,  which  are 
scarce,  are  mostly  lymphocytes.  Clinical  pictures  of 
livedo  reticularis  with  or  without  ulcerations  in  the  lower 
extremities,  based  on  an  identical  pathology  to  that  of 
atrophie  blanche  and  associated  to  various  systemic 
diseases,  especially  those  of  connective  tissue,  have  been 
titled  “livedoid  vasculitis”. In  this  study  7 women  and  2 
men  with  an  average  age  of  30  years  had  atrophie  blanche 


de  Milian  and  one  man  with  similar  chronic  leg  lesions 
associated  to  systemic  scleroderma,  was  classified  as 
livedoid  vasculitis.  ■ 

Behcet’s  syndrome  consists  of  recurrent  painful  I 
urogenital  ulcers  and  uveitis  occasionally  related  to  j 
papulopustular  and  erythema  nodosum-like  lesions,  1 
arthralgias,  arthritis,  recurrent  thrombophlebitis  and  t 
other  systemic  involvement,  including  central  nervous  I 
system  lesions,  which  may  be  fatal. ^5  The  pathology  of  i. 
urogenital  ulcers  is  generally  non-specific  but  small  vessel  J 
lymphocytic  and,  in  some  cases,  leukocytoclastic  i 
vasculitis  has  been  observed.  Findings  of  lymph- 
ocytoxicity,  circulating  immune  complexes  and  vessel-  ■ 
associated  immunofluorescence,  support  a vasculitic  I 
mechanism. 

Malignant  atrophic  papulosis  of  Degos  is  a rare 
cutaneo-systemic  disease  predominating  in  young  and 
middle-aged  males,  characterized  by  porcelain-white, 
doughnut-shaped,  centrally  atrophic  papules,  based  on 
arteriolar  occlusion.  The  typical  papules  precede  and 
then  accompany  similarly  formed  systemic  lesions,  , 
chiefly  in  the  intestines  where  they  may  cause  perforation 
and  fulminating  peritonitis,  or  the  brain,  with  numerous  * 
focal  infarcts,  frequently  terminating  fatally. A study  of  ■ 
fine  histologic  sections  shows  microvascular  damage  ^ 
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associated  to  mononuclear  infiltrates,  suggestive  of  a 
lymphocytic  type  of  vasculitis. 

In  lupus  erythematosus  profundus,  which  may  or  may 
not  be  associated  with  discoid  or  systemic  lupus 
erythematosus,  there  are,  chiefly  on  the  head  and  the 
proximal  extensor  aspect  of  the  arms,  large  patches  with 
irregular  depressions  and  palpable  nodularities.  The 
histology  shows  a characteristic  panniculitis  with 
hyalinization  and  lymphocytic  infiltrates,  including 
involvement  of  vessels,  which  could  be  secondary. 2 
women  in  this  study  had  lupus  erythematosus  profundus. 
Another,  a 14  year-old  girl  with  systemic  lupus,  had 
tender  maculopapular  lesions  on  the  extremities, 
including  the  palms,  with  a lymphocytic  rather  than  a 
leukocytoclastic  picture. 

Current  Classification  and  Proposed  Scheme 

Ever  since  Kussmaul  and  Maier  recognized 
periarteritis  nodosa  as  a form  of  vasculitis  in  1866,  this 
being  followed  by  numerous  other  reports  of  similar 
diseases,  some  also  called  “periarteritis  nodosa”  but  not 
meeting  the  criteria  for  that  entity,  the  subject  of 
vasculitis  became  one  of  the  most  difficult  and  confusing 
in  medicine.  In  1952  Zeek  analyzed  the  problem  and 
proposed  a classification  that  became  the  model  for  all 
others  since  then.^’  The  one  forwarded  by  Fauci  and  co- 
workers'5  and  followed  in  the  excellent  monograph  “The 
Vasculitides”^  is  probably  the  most  authoritative  from 
the  viewpoint  of  internal  lesions. 

Several  clinical  entities  that  are  vasculitic  in  nature  are 
limited  to  the  realm  of  dermatology  and  are  usually  not 
included  in  general  medical  classifications.  Some  of 
them,  however,  have  interesting  connotations  and 
valuable  features  which  could  help  understand  better  the 
all-important  systemic  pictures.  We  have  seen  that 
lesions  which  prove  to  be  restricted  to  the  skin,  be  they 
shortly  self-limited  or  protracted,  may  be  identical  to 
those  that  herald  serious  internal  pathology  sooner  or 
later.  We  have  observed  how  early  recognition  of  internal 
pathology  through  the  study  of  cutaneous  changes  could 
be  life  saving.  We  have,  indeed,  witnessed  instances  of 
unfortunate  patients  without,  and  sometimes  with  skin 
lesions  whose  mysterious  disease  was  discovered  only  at 
autopsy.  Almost  all  physicians  confront  the  problem  of 
vasculitis  at  one  time  or  another  and  should  always  be 
alert  to  valuable  cutaneous  aids. 

After  reviewing  our  experience  with  the  clinico- 
pathologic  expression  of  representative  skin  lesions  a 
scheme  for  the  spectrum  of  vasculitis  was  designed 
according  to  their  predominant  histopathology,  their 
main  location,  whether  strictly  cutaneous  or  cutaneo- 
systemic  and  the  type  of  vessel  affected  (fig.  7).  It  is 
suggested  as  a practical  nosologic  approach  to  this 
complicated  group  of  diseases. 

Resumen:  Las  vasculitis  abarcan  un  amplio  grupo  de 

entidades  clínicas  que  varían  desde  episodios  autolimi- 
tados,  estrictamente  cutáneos,  hasta  enfermedades 
severas,  prolongadas  y ocasionalmente  fatales  que 
frecuentemente  afectan  la  piel.  La  reacción  inflamatoria 
iniciada  por  complejos  inmunes  circulantes  ocasiona 


lesiones  purpúricas  típicas  cuando  dichos  complejos  se 
depositan  en  los  vasos  dérmicos  y subcutáneos.  Se 
observan  cuadros  histopatológicos  distintivos  en  los  que 
predominan  neutrófilos,  linfocitos  o histiocitos  que  dan 
lugar  a las  variantes  de  vasculitis  leucocitoclásica, 
linfocítica  y granulomatosa,  respectivamente.  En  los 
órganos  internos  ocurren  cambios  similares  pero  éstos  no 
son  tan  fácilmente  accesibles  para  el  diagnóstico  y quizás 
no  tan  bien  definidos  como  los  de  la  piel. 

El  estudio  cuidadoso  de  las  lesiones  dermatológicas  y 
su  correlación  con  los  síntomas  y signos  sistémicos  es 
muy  valioso  en  la  interpretación  de  la  patología  interior. 
Un  estudio  analítico  de  170  pacientes  en  el  Centro 
Médico  de  Puerto  Rico  sirvió  de  base  para  preparar  un 
esquema  clinicopatológico  de  vasculitis  cutaneo- 
sistémica,  partiendo  de  la  clasificación  generalmente 
aceptada.  El  mismo  nos  permite  visualizar  más 
claramente  este  complejo  grupo  de  enfermedades. 
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Cutaneous  metastases 
from  internal  tumors: 
A report  of  60  cases 
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Abstract:  Sixty  patients  with  cutaneous  metastases 

from  internal  malignancies  were  evaluated  to  define  their 
clinical  and  histologic  characteristics.  Twenty  four  males 
and  thirty  six  females  with  an  age  span  of  26  to  90  years, 
and  a median  age  of  58.8  years  were  included  in  the 
group.  In  men,  carcinoma  of  the  oral  cavity  was  the 
most  frequent  primary  tumor  (17%)  followed  in 
descending  order  by  the  lung,  stomach,  large  intestine, 
melanoma,  thyroid,  penis,  breast,  kidney  and  urinary 
bladder.  In  women,  the  breast  was  the  most  common 
primary  tumor  in  69%  of  the  cases,  followed  by  the  oral 
cavity,  ovary,  stomach  and  uterine  cervix.  The  site  of  the 
primary  tumor  could  not  be  established  in  7 cases;  2 were 
males  and  5 females.  The  most  common  site  of  metastases 
was  the  skin  of  the  anterior  chest.  The  cutaneous  lesions 
showed  different  clinical  patterns  varying  from  discrete 
nodules,  inflammatory  plaques,  vascular  tumors  or 
cicatricial  plaques,  although  some  overlap  ocurred.  The 
histologic  pattern  of  cutaneous  metastases  was  identified 
in  all  the  cases.  In  4 cases,  the  cutaneous  metastases  were 
the  first  manifestation  of  an  internal  tumor;  in  six  cases, 
the  cutaneous  lesions  and  the  internal  tumor  appeared 
concurrently,  and  in  the  majority  (40),  the  metastases 
were  diagnosed  after  a known  primary  tumor. 

Although  the  diagnostic  and  prognostic  potential  of 
cutaneous  metastases  make  their  identification 
important,  their  nonspecific  clinical  appearance  may  cause 
them  to  be  overlooked  or  mistaken  for  commonly  ocur- 
ring  benign  tumors  or  inflammatory  lesions.  In  all 
suspicious  lesions,  biopsy  must  be  done. 


Cutaneous  metastases  from  internal  carcinoma 
occur  infrequently,  yet  their  recognition  is  of  con- 
siderable importance  since  they  are  indicative  of 
widespread  dissemination  and  poor  prognosis.  They  may 
be  the  initial  manifestation  of  an  internal  carcinoma  and 
may  serve  as  a readily  accesible  source  of  tumor  tissue  for 
histological  diagnosis  rendering  exploratory  laparotomy 
and  thoracotomy  unnecessary.  Although  the  diagnostic 
potential  of  cutaneous  metastases  make  their  identifica- 
tion important,  their  nonspecific  clinical  appearance  may 
cause  them  to  be  overlooked  or  mistaken  for  commonly 
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occuring  intradermal  lesions,  such  as  dermatofibromas, 
intradermal  nevi  and  keratinous  cysts. 

It  is  the  purpose  of  this  report  to  present  cases  of 
internal  carcinoma  with  cutaneous  metastases  which 
have  been  diagnosed  in  our  institution  during  the  last 
sixteen  years  and  to  discuss  the  clinicopathologic 
correlation  of  this  uncommon  entity. 

Materials  and  Methods 

A total  of  60  cases  of  cutaneous  metastases  from 
internal  tumors,  selected  on  the  basis  of  adequate 
available  clinical  records  and  histologic  material 
observed  during  a 16-year  period  (1969  till  February 
1984)  at  the  University  District  Hospital  were  reviewed. 
Available  photographs  of  clinical  lesions  were  also 
reviewed. 

The  primary  tumors  were  classified  by  their  site  of 
origin.  The  recorded  site  of  metastasis  was  that  of  the 
secondary  cutaneous  involvement  at  the  time  of  the 
initial  histopathologic  examination  of  the  cutaneous 
metastatic  lesion.  The  skin  surface  was  divided  into  nine 
regions,  namely,  scalp,  face,  neck,  upper  extremities, 
chest,  abdomen,  back,  pelvis  and  lower  extremities.  If 
two  or  more  regions  were  involved,  even  if  they  were 
contiguous,  metastasis  was  considered  to  affect  multiple 
sites. 

The  relationship  between  the  time  of  diagnosis  of  the 
primary  tumor  and  that  of  the  cutaneous  metastatic 
lesions  was  evaluated  in  each  patient.  Lymphomas, 
leukemias,  Kaposi’s  sarcoma  and  lesions  on  the  mucosal 
and  mucocutaneous  surfaces  were  excluded. 

Sections  stained  with  hematoxylin  and  eosin  were 
available  in  all  cases.  In  selected  instances,  sections  with 
special  preparations  were  examined,  including  Fontana- 
Masson’s  for  the  evaluation  of  melanin  pigment  and 
argentaffin  granules.  Periodic  Acid  Schiff  with  diastase 
digestion  for  glycogen,  and  colloidal  iron  and  alcian  blue 
for  mucopolysacharides. 

Results 

The  age  at  diagnosis  of  the  cutaneous  metastases 
ranged  from  26  to  90  years,  with  a median  of  58.8  years. 
Only  5 patients  were  less  than  40  years  of  age.  There  were 
5 black  and  50  white  patients;  in  5 the  information  could 
not  be  obtained.  Twenty  four  were  male  and  thirty  six 
were  females. 


202 


Miguel  t ázquez  Bote!,  M.  D. 


Vol.  76  Núm.  5 


The  location  of  the  primary  tumors  divided  according 
to  sex  of  the  patient  are  shown  in  Table  1.  In  men, 
carcinoma  of  the  oral  cavity  was  the  most  frequent  (17%); 
followed  by  the  lung  and  stomach  (13%  each);  large 
intestine,  melanoma,  thyroid,  penis  and  breast  (8%  each); 
and  by  the  kidney,  and  urinary  bladder  (4%  each).  In  2 
cases  (8%),  the  primary  tumor  could  not  be  found  after  a 
complete  diagnostic  evaluation.  In  women,  the  breast 
was  overwhermingly  the  most  common  primary  tumor  in 
69%  of  the  cases,  followed  by  the  oral  cavity  and  ovary  in 
6%  each  and  the  stomach  and  uterine  cervix  with  3% 
each.  In  5 cases  (14%),  the  site  of  the  primary  tumor  could 
not  be  established. 

TABLE  I 


PRIMARY  TUMOR,  by  Sex  of  Patient 


Men 

Women 

Primary  tumor 

No. 

Per  Cent 

No. 

Per  Cent 

Lung 

3 

13 

Large  intestine 

2 

8 

Melanoma 

2 

8 

Oral  Cavity  (Sq.  cell  care.) 

4 

17 

2 

6 

Kidney 

1 

4 

Stomach 

3 

13 

1 

3 

Urinary  Bladder 

1 

4 

Thyroid 

2 

8 

Penis  (Sq.  cell  care.) 

2 

8 

Ovary 

2 

6 

Uterine  Cervix 

1 

3 

Unknown 

2 

8 

5 

14 

Breast 

2 

8 

25 

69 

Total 

24 

100 

36 

100 

The  most  common  site  of  metastases  in  the  series  was 
the  skin  of  the  anterior  chest.  The  abdomen,  scalp  and 
neck  were  next  in  frequency.  Less  frequent  in  decreasing 
order  were  the  face,  pelvis,  lower  extremities,  back  and 
upper  extremities.  Metastases  to  multiple  sites  occured  in 
8 cases. 

The  chest  was  involved  in  23  of  the  60  cases;  19  were 
from  the  breast,  3 from  the  oral  cavity  and  one  from  the 
stomach.  Two  males  were  affected  among  the  19  cases. 
The  scalp  was  involved  in  5 cases;  2 of  these  were  from  the 
lung,  2 from  the  breast  and  1 from  the  urinary  bladder. 
The  face  and  neck  were  involved  in  8 cases,  with  the 
primary  lesion  irf  a nearby  location  in  seven  cases.  The 
abdomen  was  involved  in  7 cases;  2 from  the  stomach,  2 
from  the  ovary  and  3 from  unknown  sites.  Multiple 
cutaneous  metastases  ocurred  in  8 instances,  the  most 
common  of  which  were  from  the  breast  in  3 cases. 

Clinically  the  skin  lesions  ocurred  either  as  discrete 
nodules,  inflammatory  plaques,  vascular  tumors  or 
cicatricial  plaques.  Nodular  metastases  were  the  most 
common,  ocurring  either  as  solitary  or  multiple, 
nontender,  firm,  red  or  purple-colored  masses  which 
rarely  ulcerated  and  commonly  had  a sudden  onset  with 
rapid  growth.  (Figs.  1 and  2) 

Inflammatory  or  erysipeloid  lesions  were  character- 
ized by  nontender  plaques  with  erythema  and  increased 
temperature.  They  usually  involved  the  skin  of  the  breast, 
chest  wall  or  upper  arm  and  were  confused  with  bacterial 


Figure  1 . Discrete  nodule  on  the  scalp  from  a bronchogenic  carcinoma. 


Figure  2.  Cutaneous  nodular  metastases  in  the  abdomen  from 
carcinoma  of  the  ovary. 


processes  like  cellulitis,  erysipelas  and  mastitis.  (Fig.  3) 
The  primary  tumor  in  our  series  with  this  clinical 
presentation  was  always  from  the  breast. 

The  vascular  tumor  pattern  was  seen  in  one  case  as  the 
first  manifestation  of  a primary  tumor  from  the  thyroid. 
It  was  located  on  the  neck  as  a rapidly  growing,  red 
nodule  with  an  eroded,  easily  bleeding  surface.  The 
clinical  diagnostic  impression  was  that  of  a pyogenic 
granuloma  or  a hemangioma. 

Cicatricial  skin  lesions  in  operative  scars  were  seen 
mostly  in  tumors  from  the  breast  and  in  the  only  case 
from  the  kidney.  They  had  a thick  leathery  indurated 
skin. 

Some  overlap  in  the  clinical  presentation  of  the  cases, 
like  erysipeloid  lesions  presenting  concomitantly  with 
incipient  nodules  were  observed.  Ulceration  or  ulcerative 
lesions  were  rare. 

In  4 cases,  the  cutaneous  metastases  preceded  the 
diagnosis  of  the  primary  tumor  from  18  days  to  3 months. 
One  case  came  from  the  thyroid  to  the  neck,  one  was  a 
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Cutaneous  meiaslases  from  internal  tumors:... 


Figure  3.  Inflammatory  adenocarcinoma  from  the  breast. 


squamous  cell  carcinoma  from  the  epiglotis  to  the  neck, 
the  other  was  an  anaplastic  carcinoma  from  nasopharynx 
to  the  neck  and  the  other  an  anaplastic  carcinoma  from 
the  breast  with  metastases  to  the  neck  and  upper  chest. 

In  6 cases  the  diagnosis  of  the  primary  tumor  and  its 
metastases  were  made  concurrently  and  in  the  majority 
(40  cases),  the  metastases  were  diagnosed  after  a known 
primary  tumor.  The  time  elapsed  in  the  latter  ranged 
from  2 months  to  19  years.  In  7 cases,  the  diagnosis  of  a 
metastatic  tumor  was  made  based  on  the  skin  biopsy  but 
the  primary  tumor  was  not  found  after  a complete 
diagnostic  work-up.  In  the  remaining  3 cases,  the  primary 
tumors  were  indentified,  but  their  relation  in  time  of 
occurence  to  their  metastases  could  not  be  obtained  from 
the  medical  records. 


Histopathology 

Most  of  the  time,  the  cutaneous  metastases  mimicked 
the  primary  tumor.  There  was  usually  a zone  of  collagen 
separating  the  tumor  from  the  overlying  epidermis. 
Occasionally  the  tumor  nests  extended  into  the  interpa- 
pillary  bodies  breaking  through  the  basement  membrane 
causing  ulceration. 

The  most  frequent  histologic  pattern  was  that  in  which 
there  was  a proliferation  of  cells  throughout  the  dermis 
with  large,  hyperchromatic  nuclei  some  with  prominent 
I nucleoli  and  variable  amounts  of  cytoplasm.  In  some  of 
the  cells,  the  cytoplasm  appeared  vacuolated.  There  was 
frequently  a definite  tendency  for  the  cells  to  form  linear 
arrangement  (indian  files)  between  collagen  bundles.  In 
some,  the  cellular  aggregates  had  a tendency  to  form 
acini.  (Fig.  4)  In  some  sections,  there  were  dilated  lymph 
vessels  in  the  lumen  in  which  aggregates  of  atypical  cells 
were  present.  Dermal  lymphatics  filled  with  clusters  of 
tumor  cells  were  frequent  in  carcinomas  from  the  breast 
and  squamous  cell  carcinomas  from  the  oral  cavity.  (Fig. 
5) 


Most  of  the  tumors  were  adenocarcinomas  which 
presented  either  as  nodular  aggregates  of  atypical  cells  in 
the  dermis  or  extending  diffusely  throughout  the  entire 
histologic  specimen.  They  were  composed  of  compact 
and  compressed  glands  some  containing  droplets  of 
mucoid  material.  The  mucin  was  PAS-positive  and 


Figure  4.  Cutaneous  metastasis  from  carcinoma  of  the  breast.  Scat- 
tered islands  of  tumor  cells  and  fibrosis  of  the  dermis.  Some  of  the 
tumor  islands  have  the  tendency  to  form  a glandular  arrangement, 
(hematoxylin  and  eosin  stain,  x 200). 


Figure  5.  Clusters  of  atypical  squamoid  cells  in  the  dermis.  Note  a 
dilated  dermal  lymphatic  with  a cluster  of  tumor  cells,  (hematoxylin 
and  eosin  stain,  x 10). 
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diastase-resistant  and  stained  with  Alcian  blue  at  ph  2.5. 
Mucin  containing  adenocarcinomas  had  their  origin 
from  carcinomas  of  the  gastrointestinal  tract. 

Metastatic  carcinomas  from  the  thyroid  consisted  of  a 
dermal  tumor  composed  of  cords  and  strands  of  atypical 
and  pleomorphic  epithelial  cells  with  abundant 
cytoplasm  with  prominent  vesicular  nuclei.  There  were 
many  mitoses.  The  aggregates  presented  a glandular 
papillary  pattern  in  some  areas.  Distinctive  of  this  tumor 
was  the  presence  of  a uniform,  eosinophilic,  amorphous 
material  between  the  strands  of  epithelial  cells  which  is 
characteristic  of  the  thyroid  gland. 

Metastatic  squamous  cell  carcinomas  presented  as 
aggregates  of  epithelial  cells  in  the  dermis  and  subcutis. 
They  were  usually  moderately  or  rather  well  diffe- 
rentiated with  occasional  whorls  of  squamoid  cells  with 
imperfect  keratinization  and  occasional  intercellular 
bridges  and  individual  keratinization.  They  were 
distinguishable  from  primary  squamous  cell  carcinoma 
of  the  skin  by  the  absence  of  malignant  proliferation  of 
the  surface  epidermis. 

Metastatic  melanoma  consisted  of  aggregates 
composed  of  nests  of  pleomorphic  cells  with  atypical  and 
hyperchromatic  nuclei  and  prominent  nucleoli.  Some  of 
the  cells  had  a brownish  cytoplasmic  pigment  which  was 
confirmed  to  be  melanin  with  the  Fontana-Masson  stain. 
No  connection  was  seen  with  the  epidermis  confirming 
their  metastatic  characteristic. 

Undifferentiated,  anaplastic  metastatic  tumors  were 
also  identified  in  our  series.  They  were  seen  as  aggregates 
of  atypical  cells  in  the  dermis  without  definite  differentia- 
tion to  mature  structures. 

Discussion 

Cutaneous  metastases  from  internal  carcinoma  are 
relatively  rare  according  to  a number  of  investigators. 
Gates'  reported  in  1937,  in  an  autopsy  series  of  2,298 
carcinomas,  that  58  had  skin  metastases  with  an 
incidence  of  2.7%.  Abrams  et  al,-  in  1950  found  44  cases 
of  skin  metastases  in  1,000  autopsied  cases  of  carcinoma 
(incidence,  4.4%).  Beerman^  in  a review  of  the  subject  in 
1957,  found  an  incidence  varying  from  one  to  2.7%. 
Brownstein  and  Helwig'’,  ^ in  a large  nonautopsy  series 
(diagnosis  of  metastatic  carcinoma  to  skin  made  from 
biopsy  specimens  obtained  prior  to  death)  comprising 
3,500  cases  of  primary  malignancies,  reported  724  cases 
of  cutaneous  metastases  (incidence  20.4%).  The 
discrepancy  between  the  autopsy  and  nonautopsy  series 
may  be  explained  by  the  fact  that  autopsy  is  not  done  on 
all  patients  dying  of  cancer;  that  biopsy  is  not  done  on  all 
metastatic  lesions  of  skin;  and  that  selection  of  patients  in 
the  nonautopsy  series  may  have  been  weighted  in  favor  of 
those  with  cutaneous  metastatic  lesions.  Whatever  the 
actual  incidence  of  metastatic  carcinoma  to  skin  is, 
involvement  of  skin  by  metastatic  disease  remains  low 
compared  to  that  of  other  organs  like  the  liver,  bones, 
lymph  nodes  and  lungs. 

Although  involvement  of  the  skin  by  metastatic  tumor 
is  an  infrequent  event  when  compared  with  primary 
cutaneous  neoplasia,  such  lesions  occur  in  sufficient 
numbers  to  allow  their  presentation  and  recognition  by 
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the  practicing  physicians.  As  seen  in  our  series,  cutaneous 
metastatic  disease  usually  occur  during  the  course  of  a 
known  primary  internal  cancer  and  may  be  the  first 
indication  that  the  tumor  has  not  been  successfully 
eradicated.  More  uncommonly,  pathologic  study  of  a 
skin  tumor  removed  from  an  otherwise  asymptomatic 
patient,  may  disclose  a metastatic  carcinoma  evolving 
from  a clinically  silent  primary  focus.  In  both  instances, 
histopathologic  examination  evaluated  in  the  context 
with  the  clinical  and  topographic  features  of  the  tumor, 
will  in  most  cases,  allow  for  a correct  site-specific 
diagnosis. 

Carcinomas  may  reach  the  integument  by  a variety  of 
pathways,  the  most  common  of  which  are  direct 
extension  and  lymphatic  and  hematogenous  dis- 
semination. Lymphatic  spread  is  the  common 
mechanism  and  accounts  well  for  regional  patterns  of 
cutaneous  localization,  as  observed  in  our  series  on  the 
anterior  chest  following  mammary  carcinoma  and  on  the 
skin  of  the  face  and  neck  following  squamous  carcinomas 
of  the  oral  cavity.  Hematogenous  embolization  to  skin 
occurs  from  tumors  which  are  highly  angioinvasive  early 
in  their  course,  such  as  lung  carcinoma  and  results  in  a 
virtually  limitless  and  unpredictable  pattern  of  cutaneous 
localization.  The  importance  of  the  vertebral  venous 
systems,  a large  valveless  blood  lake  interconnecting  the 
head,  neck,  trunk  and  extremities,  in  the  establishment  of 
unusual  metastatic  pattern  has  recently  been  reviewed  by 
Hussey.^  Tumor  cells  may  also  reach  the  skin  by 
implantation,  as  seen  in  abdominal  wound  and  umbilical 
metastases  from  ovarian  and  colorectal  cancers.’ 

Although  the  number  of  cases  in  our  series  is 
considerably  low  certain  clinical  trends  are  observed 
which  should  be  stressed  and  which  agree  with  previous 
experience.*  Certain  areas  of  the  skin  are  predisposed  to 
metastases.  The  scalp  is  a favorite  site  for  metastases 
from  the  breast,  lung,  and  genitourinary  system;  the  chest 
wall  from  breast  carcinoma,  the  abdominal  wall, 
especially  around  the  umbilicus  from  neoplasms  in  the 
stomach  and  in  the  remaining  gastrointestinal  tract;  and 
the  lower  abdominal  wall  and  external  genitalia  from 
cancers  of  the  genitourinary  system. 

In  a review  of  724  patients  with  cutaneous  metastases, 
Brownstein  and  Helwig^,  ^ reported  that  in  women,  69% 
of  all  cutaneous  metastases  had  their  origin  in  the  breast. 
Carcinoma  of  the  large  intestine  accounted  for  9%  of 
cutaneous  metastases,  and  carcinoma  of  the  lungs, 
carcinoma  of  the  ovary,  and  malignant  melanoma  each 
accounted  for  4%  to  5%.  In  contrast,  among  men  with 
cutaneous  metastases,  carcinoma  of  the  lung  was  the 
primary  tumor  in  24%  of  the  cases,  carcinoma  of  the  large 
intestine  in  19%,  malignant  melanoma  in  13%,  carcinoma 
of  the  oral  cavity  in  12%,  and  carcinoma  of  the  kidney 
and  of  the  stomach  each  in  6%. 

In  our  series  in  men,  carcinomas  from  the  oral  cavity 
were  the  most  common  (17%)  but  no  significant 
predominance  was  noted  over  others  like  the  lung, 
stomach,  large  intestine  and  melanoma.  In  women, 
however,  carcinoma  of  the  breast  was  clearly  the  most 
predominant  source  of  cutaneous  metastases  (69%). 

Most  patients  who  have  metastatic  carcinoma  of  the 
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' skin  are  adults,  usually  over  the  age  of  40.'^  Metastatic 
carcinoma  to  the  skin  is  nonspecific  and  shows  varying 
i clinical  patterns.  Nodules  or  frank  tumors  are  the  most 
common  cutaneous  lesions  which  may  ulcerate 
infrequently.  Several  other  patterns  have  been 
recognized  like  inflammatory  lesions  (carcinoma 
erysipeloides),  cicatricial  plaques  (carcinoma  en  cuirasse) 
and  vascular  tumors.  Highly  unusual  patterns  of 
I metastasis  which  were  not  seen  in  our  series  include  the 
zosteriform  cutaneous  metastatic  pattern  reported  with 
I carcinoma  of  the  prostate'^  and  with  pulmonary 
1 adenocarcinoma;"  a metastatic  cutaneous  ulcer  of  the 
I penis  with  a chancriform  pattern  secondary  to 
; transitional  cell  carcinoma'^  and  verrucous  nodules  in 
I the  lower  extremity  of  a man  with  elephantiasis 
originating  from  a colorectal  adenocarcinoma."’ 

In  conclusion,  because  lesions  of  metastatic  cutaneous 
carcinoma  are  nonspecific,  their  diagnosis  requires  a high 
clinical  index  of  suspicion  and  subsequent  histologic 
confirmation  through  biopsy.  The  clinician  must  be 
, aware  of  the  varied  clinical  presentations  of  metastatic 
cutaneous  carcinoma  and  of  anatomical  sites  where 
metastases  are  prone  to  develop.  Numerous  benign 
inflammatory  and  neoplastic  lesions  like  lipomas, 
adnexal  tumors,  calcinosis  cutis,  lupus  profundus  and 
pilomatrixomas  may  clinically  simulate  or  be 
misdiagnosed  as  metastatic  carcinomas.  In  all  suspicious 
, lesions,  biopsy  must  be  done. 

Resumen:  Un  total  de  60  pacientes  con  malignidades 

internas  y metástasis  cutáneas  fueron  evaluados  para 
I defínir  sus  características  clínicas  e histológicas.  De  éstos, 
24  eran  hombres  y 36  mujeres  con  edades  que  fluctuaron 
I entre  26  y 90  años  y un  promedio  de  58.8  años.  En 
I hombres,  el  carcinoma  de  la  cavidad  oral  fue  el  tumor 
I primario  más  común  (17%)  seguido  en  orden  descen- 
I dente  por  el  de  pulmón,  estómago,  intestino  grueso, 
í melanoma,  tiroide,  pene,  seno,  riñón  y vejiga  urinaria.  En 
las  mujeres,  el  carcinoma  de  seno  fue  el  tumor  primario 
I más  común  en  (69%  de  los  casos)  seguido  por  el  de  la 
i cavidad  oral,  ovario,  estómago  y cuello  uterino.  El  origen 
I del  tumor  primario  no  pudo  ser  establecido  en  7 casos;  2 
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eran  hombres  y 5 mujeres.  El  lugar  más  común  de 
metástasis  a la  piel  fue  el  tórax.  Las  lesiones  cutáneas 
mostraron  diferentes  patrones  clínicos  que  variaban 
desde  nódulos,  placas  inflamatorias,  tumores  vasculares 
y placas  cicatriciales.  El  patrón  histológico  de  metástasis 
se  pudo  identificar  en  todos  los  casos.  En  4 casos,  las 
metástasis  cutáneas  fueron  la  primera  manifestación  del 
tumor  interno;  en  6 casos,  las  lesiones  cutáneas  y el  tumor 
primario  se  diagnosticaron  al  mismo  tiempo,  y en  la 
mayoría  (40),  las  metástasis  ocurrieron  después  del 
tumor  primario. 

Aunque  el  diagnóstico  y el  potencial  pronóstico  de  las 
metástasis  cutáneas  hacen  su  identificación  importante, 
la  presentación  clínica  no  específica  puede  que  se  deje 
pasar  por  alto  o confundirla  con  tumores  benignos  o 
lesiones  inflamatorias  comunes.  Toda  lesión  sospechosa 
debe  biopsiarse. 
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Abstract:  The  identification  and  quantitation  of 

acid  fast  bacilli  in  tissue  sections  is  a tedious  task  for  the 
pathologist  since  they  may  be  difficult  to  identify  in 
conventionally  stained  smears.  This  is  a study 
comparing  the  efficacy  and  sensitivity  of  a method  of 
fluorescent  dyes  for  the  detection  of  acid  fast  bacilli  with 
the  conventional  Fite-Faraco  stain  in  known  cases  of 
leprosy.  In  general  terms,  the  fluorescent  tecnique  was 
found  to  be  more  sensitive  than  the  acid  fast  stain 
particularly  in  those  cases  characterized  by  low  bacterial 
index  such  as  indeterminate  and  tuberculoid  leprosy. 


Progress  in  the  field  of  leprology  within  the  last  15 
years  has  included  identification  and  characteriza- 
tion of  the  Mycobacterium  leprae,  determination  of  its 
viability,  secreening  of  the  efficacy  of  antileprosy  drugs, 
monitoring  of  the  bacilli  for  drug  sensitivity,  probable 
identification  of  an  animal  model  and  insight  into  the 
immunologic  mechanisms  of  the  disease.',  2,  3 From  the 
practical  point  of  view,  the  identification  and 
quantitation  of  the  bacilli  in  tissue  sections  is  one  of  the 
most  tedious  tasks  faced  by  the  pathologist  since  they 
may  be  difficult  to  detect  in  conventionally-stained 
smears.'*  This  is  more  evident  in  cases  where  only  a few 
bacilli  are  present  as  in  tuberculoid  or  indeterminate 
leprosy.'*  The  Fite-Faraco  stain,  which  is  routinely  used, 
has  some  handicaps  especially  on  the  decolorizing 
steps. 5 Therefore,  a method  which  is  capable  of 
detecting  this  pathogen  more  readily  would  certainly  be 
of  considerable  value. 

The  use  of  fluorescent  dyes  for  the  detection  of  acid 
fast  bacilli  in  clinical  specimen  was  described  by 
Hagemann  in  1937.*  It  was  widely  used  for 
Mycobacterium  tuberculosis  and  its  advantages  when 
compared  with  routine  dyes  like  Ziehl-Nielsen  and  the 
Fite  were  fully  proven.  **,  The  inaccesibility  of 
fluorescent  microscopy  in  many  laboratories  on  those 
days  and  the  rapid  descend  in  the  incidence  of 
tuberculosis  after  tuberculostatic  agents  were  used  did 
not  permit  this  method  to  become  very  popular. 

In  order  to  asses  the  efficacy  and  sensitivity  of  this 
method  when  used  in  cases  of  leprosy,  a study  was 
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designed  comparing  it  with  the  conventional  Fite- 
Faraco  stain. 

Materials  and  Methods 

Twenty  six  histologic  specimens  of  leprosy  patients 
embedded  in  paraffin  were  studied  of  which  seven  were 
cases  of  the  tuberculoid  type,  four  of  lepromatous  type, 
four  of  inactive  leprosy,  nine  cases  of  erythema 
nodosum  leprosum,  one  of  borderline  leprosy  and 
another  of  the  indeterminate  type. 

The  paraffin  sections  were  placed  in  a mixture  of  two 
parts  xylene  and  one  part  of  peanut  oil  for  two 
treatments  of  five  minutes  each.  The  slides  were  blotted- 
dry,  washed  in  distilled  water  and  transferred  for  10 
minutes  to  an  auramine-rhodamine  mixture  consisting 
of: 

Auramine  O 6.0  g. 

Rhodamine  B 3.0  g. 

Glycerol  300.0  ml. 

Phenol  liquified  50°  C 40.0  ml. 

Distilled  Water  200.0  ml. 

Slides  were  washed  and  placed  in  a weak  acid  for  2 
minutes,  washed  again,  and  put  in  0.5%  aqueous 
potassium  permanganate,  washed,  blotted  dry  and 
mounted.  Sections  were  examined  under  UV  light  using 
a Leitz  Fluorescence  Microscope  Dialux  with  a Lamp 
Housing  250/ D using  a BG-23,  KD-490  exciting  filter 
and  a K-530  barrier  filter.  The  bacilli  were  clearly 
spotted  under  low  and  high  power  magnification 
staining  brightly  with  a yellowish-brown  fluorescence. 

An  attempt  was  made  to  determine  the  bacteriologic 
index  (Bl-number  of  bacilli  by  microscope  field)  and  the 
morphologic  index  (M  1-percentage  of  living  bacilli  or 
solid  staining  bacilli).'* 

The  same  paraffin  embedded  specimens  were  stained 
with  the  Fite-Faraco  (FF)  stain  for  comparison. 

Results 

Table  I summarizes  and  gives  details  of  our  findings. 
In  general  terms,  the  fluorescent  technique  was  found  to 
be  more  sensitive  than  the  acid  fast  stain. 

We  were  able  to  see  the  bacilli  in  one  case  of 
Indeterminate  leprosy  by  the  auramine-rhodamine 
method  particularly  around  the  blood  vessels,  which 
was  negative  for  acid  fast  bacilli  with  the  FF  method. 

Six  out  of  six  cases  of  tuberculoid  leprosy 
demonstrated  the  presence  of  bacilli  with  this  method  as 
compared  with  only  two  positive  cases  with  the  Fite- 
Faraco  stain. 
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TABLE  I 


CORRELATION  OF  THE  DEMONSTRATION  OF  ACID-FAST 
BACILLI  BY  FLUORESCENCE  MICROSCOPY 
(FM)  AND  FITE  FARACO  (FF)  STAIN. 

Positive 

Cases 

Clinical  Diagnosis 

Total  # 

FM 

FF 

Lepra  reaction 

Erythema  nodosum  leprosum 

7 

7 

7 

Reversal  reaction 

1 

1 

1 

Tuberculoid  leprosy 

6 

6 

2 

Lepromatous  leprosy 

6 

6 

6 

“Inactive”  leprosy 

3 

2 

1 

Borderline  lepromatous 

2 

2 

1 

Indeterminate  leprosy 

1 

1 

0 

Figure  1.  Lepromatous  leprosy  • Auramine  Rhodamine  stain  showing 
multiple  bacilli. 


In  four  of  eight  cases  of  borderline  lepromatous  and 
lepromatous  leprosy,  the  BI  and  the  MI  were  the  same 
by  both  methods.  In  four  of  the  cases,  the  BI  and  the  MI 
on  FF  were  slightly  higher. 

The  fluorescence  of  bacilli  in  ENL  was  particularly 
low  with  a peculiar  pattern  consisting  of  particulate 
fluorescent  bacilli  in  the  areas  of  granuloma  formation 
that  was  easily  recognized  in  the  low  power  magnifica- 
tion. 


Figure  2.  Borderline  leprosy  - Auramine  Rhodamine  stain  shows 
numerous  bacilli. 


Comment 

Auramine-rhodamine  fluorescent  dyes  had  been  used 
in  the  past  for  identification  of  Mycobacterium 
tuberculosis  in  sputum,  pleural  effusion,  and 
histopathologic  lesions  specially  on  older  tubercles  that 
show  central  caseastion  necrosis  and  fibrocaseous 
granuloma.**  Auramine  alone  will  result  in  a golden 
yellow  fluorescence  while  rhodamine  results  in  a less 
satisfactory  preparations  in  which  the  organisms 
appears  reddish  and  morphologically  indistinct.  The 
combination  of  dyes  results  in  the  greatest  contrast 
between  the  acid  fast  organism  and  the  background  as 
well  as  in  the  greatest  intensity  of  fluorescence. 
Identification  of  the  M.  tuberculosis  is  made  both  by  the 
color  and  morphology  of  the  stained  organism.**,  ^ 
Although  the  bacilli  may  appear  slightly  larger  than 
would  be  expected  due  to  the  fluorescent  glow,  they 
retain  the  slender  rodlike  structure  and  beading  can  be 
easily  observed. 

Fluorescent  artifacts  may  present  a problem,  but  after 
sufficient  experience,  specially  with  the  oil  immersion 
objective,  the  microscopist  is  able  to  recognize  the 
typical  characteristics  of  the  bacilli.  The  use  of  a 
counter-stain  greatly  reduces  the  staining  artifacts. ^ '<> 
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They  usually  stain  hazy-yellow  or  grey-green  and  lack 
the  reddish  tinge  which  auramine  imparts  to  the 
organism.  Counter  staining  also  supresses  the 
autofluorescence  of  tissue  background  and  debris.  Some 
background  material  fluorescence  persists  but  it  serves  a 
useful  purpose  so  far  as  some  of  the  histological  features 
of  the  tissue  can  be  distinguished.  There  is  still  excellent 
contrast  between  organism  and  background. 

All  the  common  vegetative  strains  (Aerobacter, 
Bacillaceae,  Corynebacterium,  Escherichia,  Proteus, 
Pseudomonas,  Staphylococci,  Streptococci  and  Pseudo- 
Clostridium)  do  not  retain  the  auramine-rhodamine 
stain  nor  the  acid  fast  stains  of  Nocardia  asteroides. 
Thus,  there  is  little  likelihood  of  false  positive  due  to  the 
common  oral  and  urogenital  tract  flora.  Fluorescent- 
stained  smears  of  Actinomyces  species  (A.  bovis,  A. 
iraeli,  A.  Naeslundi)  have  been  reported  negative.^ 

Truant’  determined  the  staining  reaction  of  atypical 
acid  fast  bacilli  showing  that  strains  of  photo- 
chromogens, scotochromogens  and  non-chromogens 
isolated  in  his  laboratory  retain  the  auramine-rhodamine 
stain. 

In  conclusion,  this  study  shows  that  the  application  of 
this  method  to  leprology  may  facilitate  the  detection  of 
bacilli,  especially  in  cases  characterized  by  a low 
bacteriologic  index  such  as  indeterminate  and 
tuberculoid  leprosy  where  the  organism  may  be  difficult 
to  identify  with  the  routine  acid  fast  stains. 

Resumen:  La  identificación  en  tejidos  de  los  bacilos 

ácido-resistentes  es  una  tarea  tediosa  y difícil  para  el 
histopatólogo.  En  este  estudio  se  compara  la  sensitividad  y 


especificidad  de  un  método  de  tintes  fluorescentes  para  la 
identificación  del  Mycobacterium  lepra  comparándolo 
con  el  método  de  Fite-Faraco.  En  términos  generales,  la 
técnica  de  fluorescencia  es  más  sensitiva  que  el  método 
convencional  especialmente  en  aquellos  casos  que  se 
caracterizan  por  un  índice  bacterial  bajo  como  se  ve  en  la 
lepra  tuberculoíde  e indeterminada. 
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“Aquella  madeja  de  hebras  producía  ronchas  de  color 
carmesí  en  la  piel  que,  al  ser  observadas  detalladamente,  se 
veía  que  eran  puntos  minúsculos  o pústulas,  cada  uno  de  los 
cuales  parecía  estar  producido  por  una  aguja  incandescente, 
cuyos  efectos  dolorosos  llegaban  hasta  los  mismos  nervios. " 

Sherlock  Holmes  en 
“La  Aventura  de  La  Crin  de  León” 
Dr.  Arthur  Conant  Doyle 
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BRIEF  SUMMARY 

PROCARDIA  ■ (nifedipine)  CAPSULES  for  Oral  Use 

INDICATIONS  AND  USAGE:  I Vasospastic  Angina:  PROCARDIA  (nifedipine)  is  indicated  for  the 
management  of  vasospastic  angina  confirmed  by  any  of  the  following  criteria  1)  classical  pattern 
of  angina  af  rest  accompanied  by  ST  segment  elevation,  2)  angina  or  coronary  artery  spasm  pro- 
voked by  ergonovine.  or  3)  angiographically  demonstrated  coronary  artery  spasm  In  those  patients 
who  have  had  angiography,  the  presence  of  significant  fixed  obstructive  disease  is  not  incompatible 
with  the  diagnosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied  PROCARDIA 
may  also  be  used  where  the  clinical  presentation  suggests  a possible  vasospastic  component  but 
where  vasospasm  has  not  been  confirmed,  e g , where  pain  has  a variable  threshold  on  exertion  or 
in  unstable  angina  where  electrocardiographic  findings  are  compatible  with  intermittent  vaso- 
spasm, or  when  angina  is  refractory  to  nitrates  and>or  adequate  doses  of  beta  blockers 

II.  Chronic  Stable  Angina  (Classical  Etlort-Associaled  Angina):  PROCARDIA  is  indicated  lor 
the  management  of  chronic  stable  angina  (ettort-associated  angina)  without  evidence  of  vasospasm 
in  patients  who  remain  symptomatic  despite  adequate  doses  of  beta  blockers  and  or  organic  nitrates 
or  who  cannot  tolerate  those  agents 

In  chronic  stable  angina  (effort-associated  angina)  PROCARDIA  has  been  effective  in  controlled 
trials  of  up  to  eight  weeks  duratioh  in  reducing  angina  frequency  and  increasing  exercise  tolerance, 
but  confirmation  of  sustained  ettectiveness  and  evaluation  of  long-term  safety  in  those  patients  are 
incomplete 

Controlled  studies  in  small  numbers  of  patients  suggest  concomitant  use  of  PROCARDIA  and 
beta  blocking  agents  may  be  beneficial  in  patients  with  chronic  stable  angina,  but  available  infor- 
mation IS  not  sufficient  to  predict  with  confidence  the  effects  of  concurrent  treatment,  especially  in 
patients  with  compromised  left  ventricular  function  or  cardiac  conduction  abnormalities  When  in- 
troducing such  concomitant  therapy,  care  must  be  taken  to  monitor  blood  pressure  closely  since 
severe  hypotension  can  occur  trom  the  combined  effects  of  the  drugs  (See  Warnings  ) 
CDNTRAINDICATIDNS:  Known  hypersensitivity  reaction  to  PROCARDIA 
WARNINGS:  Excessive  Hypotension:  Although  in  most  patients,  the  hypotensive  eftect  of 
PROCARDIA  IS  modest  and  well  tolerated,  occasional  patients  have  had  excessive  and  poorly  tol- 
erated hypotension  These  responses  have  usually  occurred  during  initial  titration  or  at  the  time  of 
subsequent  upward  dosage  adiustmenl.  and  may  be  more  likely  in  patients  on  concomitant  beta 
blockers 

Severe  hypotension  and  or  increased  fluid  volume  requirements  have  been  reported  in  patients 
receiving  PROCARDIA  together  with  a beta  blocking  agent  who  underwent  coronary  artery  bypass 
surgery  using  high  dose  fentahyl  anesthesia  The  interaction  with  high  dose  lentanyl  appears  to  be 
due  to  the  combination  of  PROCARDIA  and  a beta  blocker,  but  the  possibility  that  it  may  occur  with 
PROCARDIA  alone,  with  low  doses  of  lentanyl,  in  other  surgical  procedures,  or  with  other  narcotic 
analgesics  cannot  be  ruled  out  In  PROCARDIA  treated  patients  where  surgery  using  high  dose 
lentanyl  anesthesia  is  contemplated , the  physician  should  be  aware  ot  these  potential  problems  and, 
if  the  patient  s condition  permits,  sufficient  time  (at  least  36  hours)  should  be  allowed  for 
PROCARDIA  to  be  washed  out  of  the  body  prior  to  surgery 

Increased  Angina:  Occasional  patients  have  developed  well  documented  increased  frequency  du- 
ration or  severity  ot  angina  on  starting  PROCARDIA  or  at  the  time  of  dosage  increases  The  mech- 
anism of  this  response  is  not  established  but  could  result  from  decreased  corohary  perfusion 
associated  with  decreased  diastolic  pressure  with  increased  heart  rate,  or  from  increased  demand 
resulting  trom  increased  heart  rate  alone 

Beta  Blocker  Withdrawal:  Patients  recently  withdrawn  from  beta  blockers  may  develop  a with- 
drawal syhdrome  with  increased  angina,  probably  related  to  increased  sensitivity  to  catechol- 
amines Initiation  ot  PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected 
to  exacerbate  it  by  provoking  retlex  catecholamine  release  There  have  been  occasional  reports  of 
increased  angina  in  a setting  of  beta  blocker  withdrawal  and  PROCARDIA  initiation  It  is  important 
to  taper  beta  blockers  if  possible,  rather  thah  slopping  them  abruptly  before  beqmnmq 
PROCARDIA 

Congestive  Heart  Failure:  Rarely  patients  usually  receiving  a beta  blocker  have  developed  heart 
failure  after  beginning  PROCARDIA  Patients  with  tight  aortic  stenosis  may  be  at  greater  risk  lor 
such  ah  event 

PRECAUTIONS:  General:  Hypotension:  Because  PROCARDIA  decreases  peripheral  vascular 
resistance,  careful  monitoring  of  blood  pressure  during  the  initial  administration  and  titration 
of  PROCARDIA  IS  suggested  Close  observation  is  especially  recommended  tor  patients  already 
takigg  medications  that  are  known  to  lower  blood  pressure  (See  Warnings  ) 

Peripheral  edema:  Mild  to  moderate  peripheral  edema,  typically  associated  with  arterial  vaso- 
dilation and  not  due  to  lell  ventricular  dysfunction,  occurs  in  about  one  in  ten  patients  treated  with 
PROCARDIA  This  edema  occurs  primarily  in  the  lower  extremities  and  usually  responds  to  diuretic  i 
therapy  With  patiehts  whose  angina  is  complicated  by  congestive  heart  failure,  care  should  be  taken 
to  differentiate  this  peripheral  edema  trom  the  effects  ot  ihcreasing  left  ventricular  dysfunction 

Drug  interactions:  Beta-adrenergic  blocking  agents  (See  Indications  and  Warnings  ) Experience 
in  over  1400  patients  in  a non-comparative  clinical  trial  has  shown  that  concomitant  admimstrationi 
of  PROCARDIA  and  beta-blocking  agents  is  usually  well  tolerated,  but  there  have  been  occasional» 
literature  reports  suggesting  that  the  combination  may  increase  the  likelihood  ot  congestive  heart 
failure,  severe  hypotehsion  or  exacerbation  ot  angina 

Long-acting  nitrates  PROCARDIA  may  be  safely  co-administered  with  nitrates,  but  there  have* 
been  no  controlled  studies  to  evaluate  the  antianginal  ettectiveness  ot  this  combination 

Digitalis  Administration  ot  PROCARDIA  with  digoxin  increased  digoxin  levels  in  nine  ot  twelvei 
normal  volunteers  The  average  increase  was  45%  Another  investigator  found  no  increase  in  di-l 
goxin  levels  in  thirteen  patients  with  coronary  artery  disease  In  an  uncontrolled  study  of  over  twoi 
hundred  patients  with  congestive  heart  failure  during  which  digoxin  blood  levels  were  not  meas-i 
ured,  digitalis  toxicity  was  not  observed  Since  there  have  been  isolated  reports  of  patients  withi 
elevated  digoxin  levels,  it  is  recommended  that  digoxin  levels  be  monitored  when  initialing,  adjust- 
ing, and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under-digitalization 

Carcinogenesis,  mutagenesis,  impairment  ot  fertility  When  given  to  rats  prior  to  mating,  nife-i 
dipine  caused  reduced  fertility  at  a dose  approximately  30  times  the  maximum  recommended  hu- 
man dose 

Pregnancy  Category  C Please  see  full  prescribing  information  with  reference  to  leratogeilicity  in 
rats,  embryotoxicity  in  rats,  mice  and  rabbits,  and  abnormalities  m monkeys 
ADVERSE  REACTIONS:  The  most  common  adverse  events  include  dizziness  or  light-headedness. 
peripheral  edema,  hausea.  weakness,  headache  and  flushing  each  occurring  in  about  10%  of  pa-, 
tients.  transient  hypotension  in  about  5%.  palpitation  in  about  2%  and  syncope  in  about  0 5% 
Syncopal  episodes  did  not  recur  with  reduction  in  the  dose  of  PROCARDIA  or  concomitant  antian-i 
ginal  medication  Additionally,  the  following  have  been  reported  muscle  cramps,  nervousness, 
dyspnea,  nasal  and  chest  congestion,  diarrhea,  constipation,  inflammation,  joint  stitfness.  shaki-i 
ness,  sleep  disturbances,  blurred  vision,  difficulties  in  balance,  dermatitis,  pruritus,  urticaria,  fe- 
ver. sweating,  chills,  and  sexual  difficulties  Very  rarely,  introduction  of  PROCARDIA  therapy  was 
associated  with  an  increase  in  anginal  pain,  possibly  due  to  associated  hypotension 

In  addition,  more  serious  adverse  events  were  observed , not  readily  distinguishable  from  the  nat- 
ural history  ot  the  disease  in  these  patients  It  remains  possible  however,  that  some  or  many  of 
these  events  were  drug  related  Myocardial  infarction  occurred  in  about  4%  ot  patients  and  conges- 
tive heart  failure  or  pulmonary  edema  in  about  2%  Ventricular  arrhythmias  or  cohduction  disturb- 
ahces  each  occurred  in  fewer  than  0 5%  ot  patients 

Laboratory  Tests:  Rare,  mild  to  moderate . transient  elevations  ot  enzymes  such  as  alkalme  phos- 
phatase, CPK,  LDH.  SGOT,  and  SGPT  have  been  noted,  and  a single  incident  of  significantly  ele- 
vated transaminases  and  alkaline  phosphatase  was  seen  in  a patient  with  a history  of  gall  bladden 
disease  after  about  eleven  months  of  nifedipine  therapy  The  relationship  to  PROCARDIA  therapy  is 
uncertain  These  laboratory  abnormalities  have  rarely  been  associated  with  clmical  symptoms 
Cholestasis,  possibly  due  to  PROCARDIA  therapy,  has  been  reported  twice  in  the  extensive  world 
literature 

HOW  SUPPLIED:  Each  orange,  soft  gelatin  PROCARDIA  CAPSULE  contains  10  mg  of  nifedipine 
PROCARDIA  CAPSULES  are  supplied  in  bottles  of  100  (NDC  0069-2600-66),  300  (NDC  0069-. 
2600-72).  and  unit  dose  (10x10)  (NDC  0069-2600-41)  The  capsules  should  be  protected  from 
light  and  moisture  and  stored  at  controlled  room  temperature  59'  to  77°F  ( 15°  to  25°C)  in  the  man- 
ufacturer's original  container 

More  detailed  professional  information  available  on  request 
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"My  daily  routine  consisted  of 
sitting  in  my  chair  trying  to  stay  alive" 

' My  doctor  switched  me  to 
PROCARDIA^*]  as  soon  as  it  became 
available.  The  change  in  my  condition 
is  remarkable." 

"I  shop,  cook  and  can  plant 
flowers  again." 

"I  have  been  able  to  do  volunteer 
work... and  feel  needed  and  useful 
once  again." 


PROCARDIA  can  mean  the  return  toa  more  normal  life 
for  your  patients — having  fewer  anginal  attacks,'  taking 
fewer  nitroglycerin  tablets, ^ doing  more,  and  being  more 
productive  once  again 


Side  effects  are  usually  mild  (most  frequently  reported 
are  dizziness  or  lightheadedness,  peripheral  edema, 
nausea,  weakness,  headache  and  flushing,  each  occurring 
in  about  10%  of  patients,  transient  hypotension  in  about 
5%,  palpitation  in  about  2%  and  syncope  in  about  0 5%). 


for  the  varied  faces  of  angina 


* Procardia  is  indicated  for  the  management  of; 

1 ) Confirmed  vasospastic  angina, 

2)  Angina  where  the  clinical  presentation  suggests  a possible 
vasospastic  component. 

3)  Chronic  stable  angina  without  evidence  of  vasospasm  in 
patients  who  remain  symptomatic  despite  adequate  doses  of 
beta  blockers  and/or  nitrates  or  who  cannot  tolerate  these 
agents.  In  chronic  stable  angina  (effort-associated  angina) 
PROCARDIA  has  been  effective  in  controlled  trials  of  up  to 
eight  weeks'  duration  in  reducing  angina  frequency  and 
increasing  exercise  tolerance,  but  confirmation  of  sustained 
effectiveness  and  evaluation  of  long-term  safety  in  these 
patients  are  incomplete. 
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WANTED 

Board  Certified  physicians  or 
finishing  residents  in  the  following 
specialties  who  desire  an  attractive 
alternative  to  civilian  practice: 

GENERAL  SURGERY 
ORTHOPEDIC  SURGERY 
NEUROSURGERY 
OTOLARYNGOLOGY 
CHILD  PSYCHIATRY 
PEDIATRICS 
MEDICAL  RESEARCH 
DIAGNOSTIC  RADIOLOGY 


Positions  are  available  at  both  Army  teaching  facilities  and 
community  hospitals  throughout  the  Southeastern  United  States. 

Every  Army  physician  is  a commissioned  officer.  The  Army  offers  a 
rewarding  practice  without  the  burdens  of  malpractice  insurance 
premiums  and  other  non-medical  distractions. 

Army  medicine  provides  a reasonable  salary  while  stressing  a good 
clinical  practice.  Some  positions  offer  teaching  appointments  in  an 
affiliated  status  with  nearby  civilian  medical  schools  or  teaching 
programs.  The  Army  might  be  just  the  right  prescription  for  you  and 
your  family. 

To  obtain  more  information  on  eligibility,  salary,  and  fringe  benefits 
write  or  call  collect: 


AMEDD  Personnel  Counselor 
DuPont  Plaza  Office  Building 
Room  711 

300  Biscayne  Boulevard  Way 
Miami,  FL  33131 
(305)  358-6489 


Cutaneous  Malignant 
Melanoma 


Miguel  Vázquez  Botet,  M.O. 
Jorge  L.  Sánchez,  M.D. 


It  has  been  estimated  that  there  aré  about  2,000 
million  melanocytes  in  human  skin. ' Benign  tumors 
derived  from  them  are  the  commonest  of  all  skin  tumors 
and  its  malignant  counterpart,  malignant  melanoma  was 
once  the  most  dreaded  of  all  cancers.  Disarticulation, 
hemipelvectomy,  and  other  mutilating  operations  were 
common  as  recently  as  25  years  ago.  This  older  concep- 
tion, however,  must  give  way  to  the  knowledge  that  much 
more  conservative  surgical  intervention  is  curative  in  the 
early  stages  of  disease,  and  that  more  drastic  surgery  will 
not  help  if  lymph  node  and  blood  borne.metastases  have 
already  occurred.  More  than  even  before,  early 
recognition  of  this  tumor  is  crucial  to  prognosis, ^ since 
the  later  stages  are  less  affected  by  therapy  of  any  kind. 

Because  of  this,  patients  are  so  commonly  worried 
about  pigmented  lesions  that  decisions  about  the  nature 
and  management  of  such  lesions  are  a daily  problem  for 
any  practicing  physician.  This  review  will  present  the 
data  and  facts  about  the  epidemiology  and  classification 
of  primary  cutaneous  malignant  melanoma,  as  well  as  its 
clinicopathologic  features,  prognostic  factors  and  its 
management  as  an  update  for  the  definition  and  scope  of 
the  melanoma  problem. 

Incidence 

Melanoma  represents  1 percent  of  all  cancers  by 
incidence  excluding  nonmelanoma  skin  cancer.  Different 
methods  of  collecting  statistics  make  comparison  of  the 
incidence  of  malignant  melanoma  in  different  parts  of  the 
world  difficult.  However,  there  do  appear  to  be  signifi- 
cant differences.  In  a 1969  survey,  the  incidence  in  people 
of  all  ages  in  Queensland,  Australia  was  17  per  100, 000,^ 
while  in  the  same  year  the  incidence  in  Scotland  was  only 
2.3  per  100,000. In  1963-1966  the  average  annual 
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incidence  the  Connecticut  was  4 per  100,000.^  In  a recent 
study  in  Puerto  Rico,*  the  incidence  was  0.9  per  100,000 
with  an  average  number  of  new  cases  per  year  of  31.7. 

Despite  the  relatively  stable  incidence  of  malignant 
melanoma  of  4.0/ 100,000  crude  rate  per  year  from  1950 
to  1974  in  Rochester,  Minnesota^  and  in  other  places, 
there  appears  to  be  an  increasing  incidence  reported  from 
many  states  in  USA  as  well  as  Scandinavia,  Canada, 
Britain  and  Australia.  The  death  rate  from  melanoma 
appears  to  be  rising  in  America  and  in  England,  Australia 
and  Wales  which  may  be  due  to  an  increasing  incidence  in 
these  countries. 

General  epidemiologic  factors  are  provided  by  the 
Queensland  melanoma  project. ^ There  are  1,187  patients 
with  melanoma;  55.9%  were  female,  44. 1%  male,  with  the 
largest  age  groups  affected  between  35-49  years.  In  the 
female,  the  most  common  sites  of  involvement  were  the 
lower  leg,  upper  arm,  and  back.  In  males,  the  back,  face 
and  lower  leg  were  the  dominant  locations  in  descending 
order. 

In  cases  of  malignant  melanoma  among  native  Puerto 
Ricans,*  nearly  one  third  of  these  tumors  are  located  on 
volar  and  subungual  skin  (palms,  soles  and  nail  beds), 
representing  the  single  most  frequent  anatomic  location. 
It  is  known  that  melanomas  on  these  locations  account 
for  66-70%  of  all  melanomas  in  Blacks,  49%  in  Japanese, 
and  from  2-13%  in  Caucasians.* 

Etiology 

McGovern’  was  the  first  to  suggest  that  sunlight  might 
play  some  part  in  the  development  of  malignant 
melanoma  because  of  the  high  incidence  of  the  tumor  on 
exposed  sites.  However,  this  predilection  is  not  so 
pronounced  as  with  basal  cell  carcinoma  and  squamous 
cell  carcinoma.  The  incidence  of  malignant  melanoma  in 
Caucasians  can  be  related  to  the  amount  of  outdoor 
exposure,  to  their  degree  of  pigmentation  and  to  the 
latitude  of  residence;  a higher  incidence  is  seen  in  those 
fair-skinned  individuals  living  nearer  the  Equator. 
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Nevertheless,  the  relationship  between  sun  exposure  and 
malignant  melanoma  is  not  simple.  The  higher  incidence 
of  the  tumor  in  Australians  is  not  due  to  a relative  increase 
in  tumors  on  exposed  parts,  and  the  sun  cannot  be 
directly  responsible  for  melanomas  appearing  mainly  on 
covered  areas  including  oral  and  vaginal  mucosal"  and 
volar  and  subungual  skin.*,  * 

Genetic  influences  may  be  of  some  importance. 
Persons  of  Celtic  origin  whose  ancestors  migrated  to 
sunny  climates  seem  particularly  susceptible  and  familial 
occurrences  like  the  B-K  Mole  Syndrome  or  Dysplastic 
Nevus  Syndrome  have  been  reported. 

The  role  of  trauma  as  a provocative  feature  in  the 
etiology  of  melanoma  has  been  suspected  for  a longtime. 
Melanomas  in  Blacks,  Orientals  and  Puerto  Ricans  most 
commonly  involve  the  palms  and  soles.  The  role  of 
trauma  associated  with  walking  barefoot  has  been 
emphasized  as  a possible  etiologic  factor  in  these  cases. 
Urbanization  and  the  protection  afforded  by  shoes, 
however,  have  not  decreased  the  incidence  of  melanoma 
in  African  tribes."  Barefootedness  is  unusual  among 
both  native  Puerto  Ricans  and  American  Negroes,  so  the 
reason  for  this  propensity  remains  speculative  and  other 
factors  must  account  for  the  observed  site  predilection. 
The  role  of  trauma  in  the  transformation  of  a nevus  to  a 
melanoma  also  remains  unsettled.* 

Clinical  Features 

Malignant  melanoma  is  generally  divided  by  clinico- 
histologic  features  into  four  types,  namely  lentigo 
maligna  melanoma,  superficial  spreading  melanoma, 
nodular  melanoma  and  acral  lentiginous  melanoma. 
Mucosal,  polypoidal,  verrucous,  and  other  miscel- 
laneous malignant  melanomas  constitute  other  less 
common  clinicohistologic  presentations  which  will  not 
be  discussed  in  this  presentation.""'*  All  differ  in  their 
mode  of  onset,  course  and  prognosis  and  each  has  a 
distinctive  clinical  and  histologic  appearance.  All  are 
preceded  by  an  in  situ  phase  of  variable  duration  in  which 
there  is  intraepidermal  proliferation  of  malignant 
melanocytes. 

The  invasive  lentigo  maligna  melanoma  is  preceded  by 
the  in  situ  change  of  lentigo  maligna  which  is  a slowly 
increasing  irregular  patch  of  pigmentation  seen  mostly 
on  the  face  or  other  sun  exposed  areas  of  older  patients. 
(Fig.  1)  The  lesion  is  not  indurated  and  consists  of  all 
shades  of  light  brown  to  black.  Spontaneous  regression 
in  some  areas  causes  patches  of  relative  depigmentation  seen  as 
grayish  areas.  The  lesion  may  grow  slowly  for  years 
before  dermal  invasion,  seen  as  an  indurated  or  nodular 
area,  occurs.  Only  about  a third  become  invasive  and  not 
usually  until  they  have  been  present  for  10  to  15  years  and 
have  reached  4-6  cms  in  diameter.  Lentigo  maligna 
melanoma  is  seen  as  a nodule  (often  bluish  black) 
developing  within  a patch  of  lentigo  maligna. 

Superficial  spreading  melanoma  in  situ  is  seen  usually 
on  the  nonexposed  skin  of  the  middle-aged.  It  is  slightly 
elevated,  its  outline  is  often  arciform  with  prominent 
indentations.  The  color  variations  are  similar  to  those  of 
lentigo  maligna,  except  more  shades  of  pink  and  blue  are 
seen.  (Fig.  2)  In  contrast  to  lentigo  maligna,  invasion 
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Figure  1.  Clinical  appearance  of  lentigo  maligna  in  the  arms  showing 
an  irregular  pigmented  patch  with  scalloped  borders. 


Figure  2.  Superficial  spreading  melanoma  with  different  shades  of 
color  representing  the  radial  growth  phase.  Note  irregular  notched 
borders  and  a grayish  area  of  regression. 


always  occurs  within  1 to  2 years  of  the  appearance  of  the 
lesion,  usually  before  it  is  larger  than  2 to  3 cm.  Again, 
induration,  the  development  of  a nodule  or  ulceration 
and  bleeding  are  indications  of  dermal  invasion,  namely 
transition  to  an  invasive  superficial  spreading  melanoma 
(Fig.  3). 

Nodular  malignant  melanoma  starts  as  a flat 
pigmented  macule  which  rapidly  grows  and  becomes  an 
elevated,  often  deeply  pigmented  nodule  and  frequently 
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Figure  3.  Black  nodule  representing  the  vertical  growth  phase  of 
malignant  melanoma  arising  from  the  radial  growth  phase  of  superficial 
spreading  melanoma. 


ulcerates.  Although  relatively  amelanotic  variants  may 
occur,  careful  examination  with  a magnifying  glass 
usually  reveals  flecks  of  pigmentation. 

Acral  lentiginous  melanoma,  described  by  Reed  in 
1975,  is  the  latest  recognized  clinicohistologic  form  of 
cutaneous  malignant  melanoma.''',  Such  lesions  occur 
on  the  palms,  soles,  and  terminal  phalanges.  In  cases 
involving  the  digits,  lesions  may  occur  peri-and  sub- 
ungually  and  may  be  associated  with  a hyperpigmented 
and/or  distorted  nail  plate.  In  different  reported  series, 
the  proportion  of  volar  to  subungual  melanomas  is 
usually  4 to  1 and  those  located  subungal  are  usually 
either  on  the  great  toes  or  thumbs. ''^-2'  The  peak 
incidence  is  usually  during  the  seventh  decade.  Clinically, 
these  neoplasms  have  features  in  common  with  lentigo 
maligna  melanoma,  showing  similar  variations  in  color 
and  being  entirely  macular.  Like  lentigo  maligna 
melanoma  and  superficial  spreading  malignant 
melanoma,  acral  lentiginous  melanomas  eventually 
develop  an  invasive  vertical-growth  phase.  This  variety  of 
malignant  melanoma  shows  a predilection  to  occur  more 
frequently  in  Blacks,  Japanese  and  Puerto  Ricans  than  in 
Caucasians.  ‘‘'-2' 

This  clinical  classification  can  be  used  conveniently  in 
most  cases,  although  on  a few  occasions  there  is  some 
degree  of  overlap  between  the  four  types  of  invasive 
melanoma,  both  clinically  and  histologically. 

It  is  now  thought  that  only  one  fourth  of  malignant 
melanomas  develops  from  pigmented  nevi.  About  25%  of 
patients  with  malignant  melanoma  recall  a pre-existing 
pigmented  lesion  present  since  childhood,  and  remnants 
of  nevi  are  seen  histologically  in  only  10%  of  excised 
specimens. Pre-existing  pigmented  lesions  frequently 
referred  to  by  patients  are  probably  in  situ  stages  of 
melanoma  rather  than  nevi. 22  However,  all  4 clinical 
types  of  invasive  malignant  melanoma  may  develop  from 
nevi.  The  clinical  parameters  to  monitor  in  nevi  as 


indicative  of  malignant  change  are  changes  in  size, 
contour  and  color  (whether  darkening  or  lightening)  as 
well  as  bleeding  and  ulceration.  The  last  two,  as  well  as 
the  presence  of  satellite  lesions  are  usually  late  signs  of  the 
tumor. 

Histopathology 

This  section  attempts  to  present  the  histology  of 
malignant  melanoma,  the  microscopic  criteria  for  its 
diagnosis  and  prognosis,  and  the  differential  diagnosis 
with  those  conditions  which  may  mimic  this  entity.  The 
question  of  the  type  of  biopsy  which  should  be  made  in 
malignant  melanoma  has  been  widely  discussed. 
Whenever  possible,  it  is  advisable  the  perform  an 
excisional  biopsy  of  the  entire  tumor.  However,  in  those 
cases  of  large  lesions  or  in  which  the  location  of  the  tumor 
does  not  permit  an  excisional  biopsy,  the  performance  of 
an  incisional  biopsy  is  permitted  without  any  reduction  in 
the  five-year  survival  rate.^J  Shave  biopsy,  curetting  or 
superficial  biopsy  are  contraindicated  because  they  result  | 
in  inadequate  material  for  diagnosis  making  imposible 
the  determination  of  the  depth  of  penetration  of  the 
tumor  which  is  very  important  for  the  prognosis  of 
malignant  melanoma. 

As  in  other  areas  of  dermatopathology,  the  clinical 
appearance  of  the  lesions  is  the  gross  pathology  and  this 
description  should  be  made  available  to  the  pathologist 
for  a final  pathological  report.  Serial  section  of  histopa- 
thological  specimens  should  be  done  since  the  classifica- 
tion of  melanoma  is  based  upon  histologic  studies  of  the 
radial  growth  phase  and  the  determination  of  thickness 
of  the  tumor  depends  on  the  deepest  level  of  penetration 
of  the  tumor.^'’ 

In  all  four  mayor  types  of  malignant  melanoma, 
namely  lentigo  malignant  melanoma,  superficial 
spreading  malignant  melanoma,  nodular  melanoma  and 
acral  lentiginous  melanoma,  the  tumor  begins  at  the 
dermo-epidermal  junction.  (Fig.  4)  Rare  exceptions  of 
this  rule  occur  in  malignant  melanoma  associated  with  a 
congenital  melanocytic  nevus^^  and  in  very  rare  instances 
of  malignant  melanoma  arising  deep  in  intradermal 
nevus. I 


Figure  4.  Malignant  in  situ  showing  proliferation  of  atypical 
melanocytes  singly  and  in  irregular  nests  along  the  basal  cell  layer  and 
the  ecrine  duct  with  fibroplasia,  melanophages  and  a lymphohistiocytic 
infiltrate  in  the  papillary  dermis. 
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In  the  histological  examination  of  any  specimen 
I suspected  to  represent  malignant  melanoma  the  first  step 
1 is  to  study  the  circumference  of  the  lesion  beginning  with 
I the  margins,  the  upper  portion  of  epidermis  and  the  base 
I of  the  lesion  whether  in  the  dermis  or  in  the  subcutaneous 
1'  fat.  In  most  malignant  melanomas,  there  is  a tendency  for 
¡ horizontal  extension  of  the  individual  melanocytes 
beyond  the  bulk  of  melanocytes  in  the  epidermis.  In 
I superficial  spreading  malignant  melanoma,  the 
melanocytes  are  commonly  scattered  like  buck-shot  in 
! the  upper  half  of  the  epidermis  and  even  in  the  cornified 
P layer.  At  the  base  of  the  melanocytic  lesion  one  should 
[ determine  the  size  of  the  nuclei  of  the  melanocytes  for  the 
absence  of  maturation  which  is  seen  in  malignant 
I melanoma  different  to  the  common  melanocytic  nevus  in 
I which  there  is  maturation. 

The  proliferation  of  the  melanocytes  initially  occurs  in 
the  basal  layers  with  the  disposition  of  individual  cells  at 
the  lesional  margins,  and  nests  of  melanocytes  are 
r variably  present  within  the  lesion.  In  malignant 
melanoma,  the  nest  of  melanocytes  tend  to  show 
variation  in  size  and  shape  with  a tendency  to  fuse  with 
adjoining  nests.  Furthermore,  these  nests  are  poorly 
circumscribed  with  ill-defined  separation  between 
melanocytes  and  keratinocytes.  The  melanocytes  may 
migrate  upward  from  the  basal  lamina  to  produce  a 
pattern  of  large  pale  cells  which  resembles  those  seen  in 
Paget’s  disease.^’ 

In  nodular  malignant  melanoma,  the  presence  of 
atypical  melanocytic  cells  is  limited  to  the  portion 
overlying  the  dermal  tumor,  whereas  in  superficial 
spreading  melanoma,  lentigo  maligna  melanoma,  and 
acral  lentiginous  melanoma  there  is  a lateral  intraepi- 
dermal  extension  of  cells.  This  is  the  radial  growth  phase 
which  aids  in  the  histologic  diagnosis  of  the  tumor.22 
Cytologic  consideration  are  less  important  than 
architectural  ones  for  the  definite  diagnosis  of  malignant 
melanoma  but  care  should  be  taken  to  examine 
melanocytes  for  evidence  of  nuclear  atypia,  necrosis  and 
mitotic  figures.  The  hallmark  of  superficial  spreading 
melanoma  is  the  large  epithelioid  cell.^^ 

A lesion  which  presents  a radial  growth  phase  with  the 
melanocytic  proliferation  confined  to  the  epidermis 
without  extension  into  the  dermis  would  be  diagnosed  as 
malignant  melanoma  in  situ. 2»  (Fig.  4)  The  presence  of 
the  tumor  in  the  dermis  or  vertical  growth  phase  is 
invasive  melanoma  by  tumor  cells  that  resemble  those  of 
the  intraepidermal  component.  The  tumor  cells  in  the 
dermis  show  great  variation  in  size  and  shape  with 
predominance  of  the  epithelioid  cell,  although  spindle 
shaped  small  cells  may  also  be  present  or  predominate. 
Lentigo  maligna  melanoma^’  and  the  acral  lentiginous 
i melanoma'’  tend  to  show  predominance  of  spindle- 
shaped  cells  whereas  the  two  common  forms  of 
malignant  melanoma,  superficial  spreading  and  nodular 
j melanoma  are  composed  largely  of  epitheliod  cells. 22 
Sheets  and  irregularly  shaped  aggregates  of  atypical 
melanocytes  are  common  findings  in  the  dermis  of 
malignant  melanoma.  Tumors  in  which  the  spindle- 
shaped  cells  predominate  may  resemble  fibrosarcomas 
but  differ  from  them  by  the  presence  of  epidermal 
involvement. “ 


Nodular  melanoma  is  pure  vertical  growth  phase 
disease  with  a minimal  radial  growth  phase  evolution. 22 
(Fig.  5)  The  epidermal  component  extends  a short 
distance  lateral  to  the  deep  dermal  component  and  in 
some  cases  may  produce  frank  ulceration. 


Figure  S.  Thick  level  III  nodular  melanoma  representing  the  vertical 
growth  phase  of  malignant  melanoma  filling  completely  the  papillary 
dermis. 


Lentigo  maligna  and  lentigo  maligna  melanoma 
represent  early  and  later  stages  of  the  same  process  and 
are  distinguished  by  the  presence  of  the  vertical  growth 
phase  in  lentigo  maligna  melanoma. 2’  In  lentigo  maligna 
there  is  an  atrophic  epidermis  above  a solar-damaged 
dermis  with  a proliferation  and  an  increased  number  of 
atypical  melanocytes  which  may  replace  completely  the 
basal  layer. 

It  is  very  common  to  see  the  presence  of  atypical 
melanocytes  within  the  adnexal  structures.  Lentigo 
maligna  is  simply  a synonym  for  one  type  of  malignant 
melanoma  in  situ.  Vertical  growth  phase  is  uncommon  in 
lentigo  maligna  melanoma,  but  when  it  supervenes, 
metastatic  potential  may  be  similar  to  that  of  other 
melanomas,  but  is  probably  less. 29 

The  histologic  diagnosis  of  acral  lentiginous 
melanoma  is  based  on  the  presence  of  atypical  spindle- 
shaped  melanocytes  with  prominent  dendrites  extending 
diffuselly  along  the  dermal-epidermal  junction, 
junctional  nesting  little  infiltration  into  the  granular  layer 
and  stratum  corneum,  epidermal  hyperplasia  and  dermal 
invasion  by  fascicles  of  atypical  spindle  cells. '9-2' 

Mitotic  figures  may  be  present  in  malignant 
melanoma,  but  usually  only  in  small  numbers.  They  may 
also  be  present  in  Spit’z  nevi.  Similarly,  bizarre  giant  cells 
may  be  seen  in  both  malignat  melanoma  and  in  Spitz’ 
nevi. 21 

The  amount  of  inflammatory  infiltrate  in  malignant 
melanoma  varies  usually;  early  malignant  melanoma 
shows  a band-like  inflammatory  infiltrate  with 
lymphocytes,  histiocytes,  and  occasional  plasma  cells. 2* 
Melanophages  may  be  present  at  the  base  of  the  tumor. 
In  malignant  melanoma,  the  inflammatory  cell  infiltrate 
is  usually  situated  at  or  immediately  beneath  the 
advancing  margin  of  atypical  melanocytes  in  the  dermis 
whereas  in  other  benign  melanocytic  lesions  it  is  present 
in  perivascular  array  or  diffusely  throughout  the  nevus. 
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As  a rule,  the  deeper  the  atypical  melanocytes  in  a 
malignant  melanoma,  the  less  dense  the  inflammatory 
cell  infiltrate. 

The  amount  of  melanin  is  variable  in  different 
malignant  melanomas.  In  some  cases,  considerable 
amounts  of  melanin  are  found  within  the  tumor  cells  and 
in  the  melanophages  present  in  the  inflammatory 
infiltrate. 

Difficulty  may  be  encountered  from  time  to  time  in  the 
histologic  distinction  in  some  unclassified  types  of 
melanoma  like  the  pedunculated  malignant  melanoma, 
the  desmoplastic  malignant  melanoma  and  melanomas 
of  the  mucous  membranes. 

It  should  be  mentioned,  that  there  are  not  definite 
criteria  for  the  histologic  diagnosis  of  malignant 
melanoma  and  that  most  features  seen  in  a malignant 
melanoma  may  be  occasionally  seen  in  benign  lesions. 
The  definite  histologic  diagnosis  of  malignant  melanoma 
requires  individualization  of  each  lesion,  analysis  of  the 
lesion  as  a whole  entity  and  knowledge  of  all  the 
parameters  (clinical  and  pathologic)  present  in  a case. 

Prognosis 

The  direct  measurement  of  the  maximum  vertical 
growth  of  cutaneous  melanoma  has  become  the  principal 
parameter  in  the  histologic  evaluation  of  this  tumor, 
l umor  thickness  is  the  single  most  important  factor  in 
predicting  survival  for  stage  1 patients  (cutaneous 
involvement  without  metastasis).""^,  Originally  the 
depth  of  invasion  as  determined  by  the  Clark  five  levels 
were  used.-^  They  are  as  follows  (Fig.  6): 

Level  I - confinement  of  tumor  cells  to  the  epidermis 
and  appendages 

Level  11  - extension  into  the  papillary  dermis  with 
only  a few  tumor  cells  extending  to  the 
junction  of  papillary  and  reticular  dermis 

Level  111  - filling  of  the  papillary  dermis  by  tumor  cells 
without  invading  the  reticular  dermis 

Level  IV  - invasion  of  the  reticular  dermis 

Level  V - invasion  of  the  subcutaneous  fat 

Clark  et  al  showed  that  the  five-year  mortality 
increases  with  each  level  from  8%  in  level  11  to  35%  in 
level  111,  46%  in  level  IV,  and  52%  in  level  1.  Recent 
studies  has  confirmed  the  importance  of  tumor  thickness 
in  determining  the  prognosis  of  malignant  melanoma. 2“», 
35,  37  Also,  other  variables  such  as  anatomic  site,^'*  size  of 
the  primary  lesion, 3^  presence  of  ulceration, 3"*  the 
intensity  of  host  response, 3'>  the  number  of  mitoses  per 
unit  area37  and  the  presence  of  vascular  or  lymphatic 
invasion^**  may  also  relate  to  prognosis.  Multivariate 
analysis  of  patients  with  primary  melanomas  reveals  that 
the  vertical  extension  of  the  tumor  growth  within  the 
dermis  is  the  most  powerful  predictor  of  prognosis  of 
clinical  stage  1 lesions.  Excellent  correlation  has  been 
obtained  with  survival  figures,  and  the  values  obtained 
are  reproducible,  assuming  adequate  histologic  study  of 
the  lesion  using  an  ocular  micrometer  calibrated  for  the 
microscope  in  use.3'<  The  maximun  measurement  is 
determined  as  the  distance  in  millimeters  from  the 
granular  layer  of  the  epidermis  to  the  deepest  tumor  cells. 
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DIAGRAMATIC  REPRESENTATION  OE  LEVELS  OF  INVASION 

Figure  6.  Clark's  fíve  levels  of  invasion. 


On  the  basis  of  these  parameters  we  may  divide  stage  1 I 
melanoma  into  three  risk  groups. 3* 

Low-risk:  melanomas  less  than  0.76  mm  thick  and  level 

II  or  III  - 0%  mortality 

Moderate-risk:  23%  mortality 

a)  melanomas  less  than  0.76  mm  thick  and  level  IV 

b)  melanomas  between  0.76  mm  thick  and  1.5  mm  thick 

c)  melanomas  more  than  1.5  mm  thick  and  level  111 

High-risk:  melanomas  more  than  1.5  mm  thick  and 

level  IV  or  V-a  37%  mortality 

It  has  been  recently  suggested  an  upward  revision  of 
the  0.76  mm  breakpoint  to  a new  value  of  0.85mm. 3’ 
Other  consideration  like  genetic  characteristics, 5 
immunologic  status  of  the  patient,  and  factors  inherent  to 
the  tumor  itself  that  may  influence  the  capacity  of  the 
host  to  combat  the  neoplasm  are  probably  important  in 
the  determination  of  prognosis  in  malignant  melanoma. 

Treatment 

It  is  generally  agreed  that  early  detection  and  complete 
removal  of  primary  lesions  provide  the  best  chance  to 
cure  malignant  melanomas. '■♦  Suspicious  moles  deserves 
biopsy,  and  while  a shave  or  incisional  biopsy  may  not 
activate  malignancy33  we  advise  conser\ative,  clinically 
complete  excision  wherever  possible.  T his  insures  that 
the  dermatopathologist  will  have  enough  tissue  to 
establish  the  diagnosis  and  determine  tumor  thickness, 
level  of  invasion,  inflammatory  response  and  other  I 
parameters.  Thus,  the  lesion  can  be  properly  classified 
and  the  patient  receive  appropriate  therapy.  Available 
data  do  not  yet  allow  for  a dogmatic  recommendation  as 
to  the  one  “right”  surgical  approach  although  there  are 
many  reasonable  methods. 

Thin,  malignant  melanomas  determined  by  biopsy  to 
be  less  than  0.76  mm  in  thickness  fall  into  a low  risk 
category  and  require  only  simple,  conservative 
reexcision. Malignant  melanomas  over  0.76  mm  and  up 
to  1.25  mm  in  thickness  must  be  reexcised  more  widely.  ' 
Although  it  is  conventional  to  take  margins  of  3-5  cm  on 
all  sides  wherever  feasible,  there  is  no  firm  e\  idence  of 
support  this  convention  absolutely  and  recent  reports 
now  advocate  more  conservative  surgery  than  that 
commonly  practiced  even  for  some  tumors  more  than 
1.25  mm  in  thickness  since  the  magnitude  of  surgical  . 
resection  margins  has  no  effect  on  survival,  even  for  high- 
risk  melanomas."*' 
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The  value  of  elective  lymph-node  dissection  is  still 
debatable.  A large,  worldwide,  WHO-sponsored  study, 
came  out  flatly  against  the  claim  ol  benefit  from  elective 
lymphadenectomy,-'-  but  many  workers  do  not  accept  the 
conclusion  for  a variety  of  reasons.-*’ 

Only  30  to  40  per-cent  of  patients  with  a deeply 
penetrating  primary  lesion  (Stage  I)  or  with  regional 
lymph-node  metastases  (Stage  II)  will  survive  for  five 
years  after  diagnosis.  The  sad  fact  is  that  for  this  group  of 
patients  at  higher  risk  nothing  more  has  proved 
worthwhile.  Chemotherapy  with  single  drugs  or 
combinations  of  drugs  has  been  consistently  disappoin- 
ting. DTIC,  an  imidazole-caboxamide  derivative  that  is 
the  only  approved  drug,  is  palliative  in  only  about  20- 
25%  of  patients  with  metastases,  but  does  not  cure.*'* 
Likewise,  immunotherapy  with  BCG  vaccination  or 
local  injection  of  the  vaccine  into  cutaneous  metastases, 
and  with  levamisole,  initially  yielded  “positive”  results  in 
preliminary,  usually  not  randomized  trials,  but 
randomized  follow-up  trials  usually  had  negative 
results.'*'' 

There  is  still  an  urgent  need  for  effective  and  safe 
therapy  for  patients  with  malignant  melanoma  at  high 
risk  for  disseminated  disease. 
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What  can  you  do  for 
hypertensives  like  Mary  B? 


Uncontrolled 

Moderate  hypertension 
(160/110  mmHg)  with 
recent  increases  despite 
medication. 


Forgetful 

Misses  appointments 
and  frequently  fails  to 
follow  instructions. 


Overweight 

At  73  largely 
sedentary . . . 
weight  even 
more  of  a prob 
lem  now. 


Coexistent 

diabetes 

On  daily  insulin  after 
diet,  exercise,  and 
oral  agents  failed. 
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Patient  description 
is  a hypothetical 
composite  based 
on  clinical  expert  - 
ence  and  evaluation 
of  data. 
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For  Mary  B... 
and  virtually 
all  your 
hypertensive 
patients 


(arenolol) 


TENORMIN«  (atenolol) 


A beta, -selective  blocking  agent  tor  hypertension 


DESCRIPTION:  TENORMIN*  (atenolol),  a synthetic.  betai-selective{cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide. 
4-[2'-hydroxy-3'-[(1-methylethyl)  ammo]  propoxy]-  Atenolol  (free  base)  has  a molecular  weight  of 
266  If  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  of  26,5  mg/ml  at  37°C  and 
a log  partition  coefficient  (octanol/water)otO  23,  It  is  freely  soluble  in  IN  HCI  (300  mg /ml  at  25°C) 
and  less  soluble  in  chloroform  (3  mg/ml  at  25°C), 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  ahd  overt  cardiac  failure  (see  WARNINGS). 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  ot  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics.  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  oi  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can.  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely.  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic.  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and.  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautiohed  against 
interruption  of  therapy  without  the  physician’s  advice.  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  ol  its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta  selectivity  is 
not  absolute  the  lowest  possible  dose  ol  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta, -stimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case.  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  It  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg.  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  lone  (eg.  profound 
bradycardia,  hypotension)  may  be  corrected  with  alropihe  (1  -2  mg  I ,V ) 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  it  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  ahd.  uhlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg.  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg.  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 

Should  It  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discohtinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  Impairment  ol  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion ot  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  ot  1 8 months) 
mouse  study,  each  employihg  dose  levels  as  high  as  300  mg/kg/day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents.  Results  ot  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg/kg/day  or  100 times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  ot  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starting  at  1 5 mg/kg/day  or  7 5 times  the  maximum  recommended 


human  dose)  and  increased  incidence  ot  atrial  degeneration  of  hearts  ot  male  rats  at  300  mg  but 
not  1 50  mg  atenolol / kg  / day  (1 50  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  m embryo /fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg /kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg/ kg  or  12  51ime3lhe 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safely  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg.  by  checklist— foreign  studies)  The  reported  frequency  ot  eli- 
cited adverse  effects  was  higher  tor  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  tor  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0  5%).  postural  hypotension 
(2%-1%),  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (4%-1%).  vertigo  (2%-0  5%). 
Iight-headedness  (1%-0%).  tiredness  (0  6%-0,5%).  fatigue  (3%-1%).  lethargy  (1%-0%).  drowsi- 
ness (0  6%-0%).  depression  (0.6%-0.5%).  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%).  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS)  wheeziness  (0%-0%).  dyspnea  (0  6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (12%-5%).  postural  hypotension 
(4%-5%).  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (1 3%-6%).  vedigo(2%-0  2%). 
Iight-headedness  (3%-0  7%).  tiredness  (26%-13%).  fatigue  (6% -5%).  lethargy  (3%-0  7%). 
drowsiness  (2%-0  5%).  depression  (12%-9%).  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%).  nausea  (3%-1  %) 

RESPIRATORY  (see  WARNINGS),  wheeziness  (3%-3%).  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and.  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reactioh  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  ot 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances. hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium.  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia.  Peyronie's  disease,  erythematous  rash.  Raynaud's  phenomenon. 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  durihg  investigational  use  and  foreign  marketing  experi- 
ence. Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  ot  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  it  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 

Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterer''!  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis. 

Bronchospasm:  Aminophylline.  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  too  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyohd  100  mg  a day  is 
uhlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  ahtihypertensive  agents  including 
thiazide-type diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa. 

Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  ot  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35ml/min/1  73  m' (normal  range  is  100-150  ml/min/1  73  m’),  therefore,  the 
following  maximum  dosages  are  recommended  tor  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml  min /I  73  m')  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  olher  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  Ihe  other  side  are  supplied  in 
monthly  calendar  packages  of  28  tablets,  bottles  of  100  tablets,  and  unit-dose  packages  ot  100  tab- 
lets Tablets  ot  100  mg  TENORMIN  (alenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  1 01  embossed  on  the  other  side  are  supplied  in  bottles  ot  1 00 
tablets  and  unit-dose  packages  of  1 00  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 

References:  1.  Data  on  file,  Stuart  Pharmaceuticals  2.  Herman  RL,  Lamdin  E,  Fischetli  JL,  Ko  HK 
Posimarkeling  evaluation  ot  atenolol  (Tenormin")  A new  cardioseleclive  beta-blocker  Curr  Ther 
Res  1983,  33(1)  165-171  3.  Deacon  SR  Barnett  D Comparison  ot  atenolol  and  propranolol  during 
insulin-induced  hypoglycaemia  Sr  Med  J 1976. 2 272-273  4.  Lightman  SL,  etal  Effects  ot  beta- 
blockade  and  naloxone  on  the  hormonal  and  cyclic  AMP  responses  to  hypoglycaemia  in  man  Clin 
Sa  1 983. 65(3)  21 P 5.  Lauridsen  UB,  Christensen  NJ.  Lyngspe  J Ettecls  ot  nonselective  and  /(,- 
selective  blockade  on  glucose  metabolism  and  hormone  responses  during  insulin-induced  hypo- 
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Rely  on  one-tablet-a-day 
dosage  and  cardioselectivity.' 


Cardioselectivity  denotes  a relative  prefer- 
ence for  /?,  receptors,  located  chiefly 
in  cardiac  tissue  This  preference  is  not 
absolute. 


Real  I ¡fe”  efficacy 

Mary  B represents  2,165  women  over  70  treated  effec- 
tively in  the  28-day  TENORMIN  evaluation  of  39,745 
hypertensives  of  all  types.  The  setting  for  the  evaluation 
was  real  life-the  daily  practices  of  9,500  U.S.  physicians' 


Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy 
and  safety  of  TENORMIN  had  already  been  established 
worldwide  by  hundreds  of  published  clinical  studies 
and  more  than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data 
were  analyzed  for  variables  such  as  sex,  age,  race,  and 
weight,  a large  majority  of  patients  in  each  group 
achieved  satisfactory  blood  pressure  control,  even 
Man/  B’s  difficult  age  group.^ 

Of  all  controlled  cases,  an  impressive  95% 
reported  feeling  well,  an  important  consideration  in 
hypertension  management." 


Use  in  diabetes 

Although  beta  blockers  may  mask  tachycardia  occur- 
ring with  hypoglycemia,  TENORMIN  may  be  tried  with 
caution  in  patients  with  diabetes  mellitus,  like  Mary  B. 
who  require  beta- blocker  therapy.  It  does  not  augment 
insulin-induced  hypoglycemia  and  does  not  delay 
recovery  of  blood  glucose  levels  to  the  same  degree  as 
propranolol"'® 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  Incidence  of  side 
effects' with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
1 5%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.’ 


For  Mary  B...and  virtually 
all  your  hypertensive  patients 


(arenolol) 


See  following  page  for  brief  summary 
of  prescribing  information. 
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What’s  New  in  Pediatric 
Dermatoiogy 

Pablo  I.  Almodovar,  M.D. 


During  the  past  two  decades,  there  has  been  a growing 
interest  in  the  field  of  pediatric  dermatology.  An 
article  dealing  with  skin  diseases  in  children  can  be  found 
in  almost  every  issue  of  the  pediatric  and  dermatology 
journals.  This  is  a review  of  the  most  important  papers 
that  have  been  published  during  the  past  two  years. 

When  isotretinoin  showed  up  in  the  market  it  was 
thought  that  the  end  of  acne  was  around  the  corner.  The 
latest  FDA  DRUG  BULLETIN*  reports  about  the 
experience  with  this  medication  after  its  first  year  in  the 
U.S.A.  market.  Sixteen  cases  of  adverse  pregnancy 
outcomes  were  reported  in  women  who  took  it  while 
pregnant  with  nine  spontaneous  abortions  and  seven 
babies  with  major  birth  defects.  Hydrocephalus,  small  or 
deformed  external  ears,  partially  or  completely  occluded 
external  auditory  canals  and  cardiac  abnormalities  were 
found  in  those  affected  babies. 

Isotretinoin  is  contraindicated  in  pregnant  women  and 
it  can  be  prescribed  only  if  pregnancy  is  excluded.  An 
effective  form  of  contraception  is  mandatory  and  women 
taking  it  should  be  fully  informed  of  the  drug’s  terato- 
genicity. 

Other  labeling  changes  in  this  drug  include  the 
following  side  effects:  pseudotumor  cerebri, 
hyperuricemia,  regional  ileitis  and  corneal  opacities.  The 
F.D.A.  reminds  us  that  because  of  its  significant  adverse 
effects,  isotretinoin  should  be  reserved  only  for  those 
patients  with  severe  recalcitrant  cystic  acne  who  are 
unresponsive  to  conventional  therapy,  including 
systemic  antibiotics. 


From  the  Department  uj  Dermatuloi'v,  School  of  Medicine, 
University  of  Puerto  Rico,  San  Juan,  Puerto  Rico. 

*FDA  Drug  Bulletin  13:  21-22,  1983. 


The  Committee  on  Drugs  of  the  American  Academy  of 
Pediatrics  provided  a list  of  the  pharmacologic  agents 
that  can  be  transfered  into  human  breast  milk  and  their 
possible  effect  on  the  lactating  infant.'  Gold  salts  and 
cimetidine,  which  are  occasionally  used  in  dermatology, 
are  contraindicated  during  breast-feeding.  Some  drugs 
which  are  frequently  used  and  are  compatible  with 
breastfeeding  with  no  side  effects  are  tetracycline, 
rifampin,  acetaminophen,  prednisone  and  diphen- 
hydramine. This  report  showed  an  extensive  listing  of  the 
drugs  that  can  be  prescribed  or  are  contraindicated  in 
breast-feeding  mothers. 

Herpes  simplex  virus  infections  of  the  newborn 
continue  to  make  headlines.  A disseminated  neonatal 
herpes  simplex  (HS)  virus  type  of  infection  from  a 
maternal  breast  lesion  was  reported  by  Sullivan  et  al.-  A 
study  on  the  shedding  and  survival  of  HS  virus  from  fever 
blisters  by  T urner  et  al,^  showed  that  herpes  virus  isolated 
from  patients  with  oral  lesion  survived  for  as  long  as  two 
hours  on  skin,  three  hours  on  clothes  and  four  hours  on 
plastic.  These  findings  suggest  that  herpes  virus  can  be 
spread  by  direct  contact  with  saliva  on  hands  from  an 
adult  with  active  herpes  labialis  or  by  contact  with 
surfaces  or  clothing  contaminated  hours  before  with  the 
virus. 

Until  recently,  ammonia  was  considered  the  principal 
cause  of  diaper  dermatitis.  At  present  it  is  considered  that 
there  is  a combination  of  factors  which  predisposes  the 
infant  to  develop  diaper  dermatitis.  Stein"*  reported  a 
blind  prospective  study  comparing  cloth  diaper  with 
three  different  disposable  diapers.  He  found  that  the 
homelaundered  cloth  diapers  produced  the  highest 
incidence  of  diaper  dermatitis.  The  median  number  of 
diaper  changes  was  9-10  per  day. 

Munz  et  aU  made  a double-blind  study  of  topical 
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nystatin  versus  topical  nystatin  plus  oral  nystatin  in  the 
treatment  of  Candidal  diaper  dermatitis.  After  ten  days 
of  treatment,  only  50%  had  responded  in  both  groups. 
The  mycological  cure  was  70%  for  both  groups  by  the 
10th  day  and  the  recurrence  rate  was  also  equal.  It  was 
shown  that  the  addition  of  oral  nystatin  is  not  better  than 
the  topical  treatment  of  candidal  diaper  dermatitis. 

Merlob  et  al*  studied  Transient  neonatal  pustular 
melanosis,  a benign  self-limited  cutaneous  disorder  with 
an  incidence  of  0.24%.  They  described  a thin,  brownish 
crust  as  the  end-stage  of  this  condition  and  that 
hyperpigmentation  is  a secondary  phenomenon  that 
appears  only  in  black  newborns.  Histologic  examination 
in  two  infants  did  not  show  an  increase  in  melanin.  They 
propose  that  the  word  melanosis  should  be  omitted  from 
this  entity. 

The  condition  Infantile  acropustulosis  was  described 
for  the  first  time  in  1979.^  This  is  an  uncommon  pustular 
dermatosis  that  occurs  primarily  in  black  male  infants. 
The  patient  developed  intermittent  crops  of  intensely 
pruritic  vesiculopustules  that  appear  predominantly  on 
the  distal  part  of  extremities.  There  is  spontaneous 
resolution  by  age  2-3  year.  Therapy  was  of  no  benefit,  but 
therapy  with  dapsone  may  produce  prompt  resolution 
and  at  present  is  the  only  known  treatment.  Findlay  et  al* 
reviewed  the  condition  with  its  differential  diagnosis  and 
current  concepts  about  its  nature. 

Every  physician  who  takes  care  of  newborns  and 
infants  is  aware  of  the  mongolian  spots.  Cordova’ 
examined  437  consecutive  newborns  and  found  the 
mongolian  spot  in  100%  of  Asian,  96.5%  of  Blacks,  46% 
of  Hispanics  and  only  9.5%  of  Caucasian.  More  than  one 
lesion  may  be  present.  The  lesion  was  found  located  on 
the  sacrogluteal  area  in  80.6%  of  the  cases,  followed  by 
23%  on  the  shoulders.  It  was  found  with  about  equal 
proportion  of  5%  on  the  dorsum  of  hands,  thighs, 
forearms,  and  arms.  The  mongolian  spot  usually  disap- 
pears before  the  age  of  3 years. 

Bullous  mastocytosis  is  a rare,  but  difficult  to  control 
variant  of  cutaneous  mastocytosis.  Welch  et  al'° 
presented  2 cases  treated  with  disodium  cromoglycate  in 
doses  ranging  from  60  to  200  mg  per  day  with  excellent 
results.  The  most  common  side  effects  were  minor  and 
related  to  inhalation  of  the  drug.  No  adverse  effects  have 
been  reported  after  taking  it  orally.  The  mechanism  of 
action  of  the  drug  in  mastocytosis  is  not  known.  Soter  et 
al"  found  that  this  drug  was  better  than  placebo  for 
systemic  mastocytosis  although  urine  histamine  levels 
and  peripheral  blood  eosinophilia  were  unaffected. 

Human  scabies  continues  to  be  a major  health  problem 
in  many  countries.  Taplin  et  al'^  evaluated  and  treated  a 


selected  population  of  178  persons  in  a small  island  near 
Panama  where  scabies  was  present  in  epidemic  propor- 
tions. A single  applications  of  1%  gamma  benzene 
hexachloride  (GBH)  lotion  resulted  in  a cure  rate  of  over 
98%.  In  a second  island,  only  those  with  evidence  of 
scabies  were  treated  with  GBH  lotion,  and  ten  weeks 
later,  the  prevalence  of  scabies  was  reduced  by  only  50%. 
The  authors  concluded  that  in  order  to  eradicate  scabies 
from  a population,  all  affected  individuals  and  contacts 
should  be  treated  to  prevent  reinfection.  Recurrences  due 
to  inadequate  treatment  may  give  the  impression  that  the 
treatment  is  ineffective  or  that  a resistant  strain  of 
Sarcoptes  scabiei  is  emerging. 

Taplin  and  his  group'^  reported  a comparative  trial  of 
three  treatment  schedules  for  the  eradication  of  scabies. 
Two,  six  and  12-24  hours  treatment  schedules  with  GBH 
were  used.  The  2 hours  treatment  schedule  gave  only  82% 
cure  rate  while  in  the  6 and  the  12-24  hours  schedule  the 
cure  rate  was  96%  and  98%  respectively.  This  study 
demonstrated  that  a six  hours  application  is  adequate  to 
cure  most  cases  of  scabies.  No  signs  or  symptoms  of  CNS 
toxicity  were  found. 
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Immunofluorescence  studies  have  proven  to  be  an 
invaluable  supplement  to  clinical  dermatology, 
clinical  immunology  and  dermatopathology.  The 
technique  of  fluorescence  antibody  was  first  described 
by  Coons  et  al'  in  1942  and  its  application  to 
dermatology  was  first  reported  by  Raskin^  in  1961  when 
he  was  able  to  demonstrate  dermal  deposits  of  immune 
reactants  in  skin  biopsies  of  Rhus-induced  contact 
dermatitis.  Its  use  in  the  diagnosis  of  lupus 
erythematosus  and  other  dermatosis  in  1963  by 
Burnham  et  aP  began  a new  era  in  the  diagnosis, 
classification  and  management  of  several  skin  diseases. 
This  technique  also  broadened  the  field  of  research  in 
the  immunopathogenic  mechanism  of  skin  diseases. 

Fluorescein,  because  of  its  highly  resonant  molecule, 
is  a highly  fluorescent  compound'*  with  an  emisión  peak 
at  520  nm  that  can  be  detected  at  concentrations  of  less 
than  10  ng/ml  in  solutions  by  its  yellow-green  fluores- 
cence. In  alkaline  solution,  fluorescence  isothiocyanate 
(FITC)  can  be  coupled  to  proteins  covalently  and  the 
labeled  antibodies  or  antigens  retain  their  biologic 
activity,  being  a valuable  reagent  in  immunofluorescence 
testing. 

In  dermatology,  three  basic  types  of  immunofluores- 
cence techniques  are  used,  namely,  direct  immuno- 
fluorescence, indirect  immunofluorescence  and 
complement  indirect  immunofluorescence.^ 

Direct  immunofluorescence  is  a histologic  staining 
with  a large  number  of  applications  which  provides  a 
specific  immunopathologic  pattern  in  the  skin  biopsy. 
The  tissue  should  be  either  quick-frozen  or  placed  in 
transport  medium^  for  later  quick  freezing.  Frozen 

From  the  Department  of  Dermatology,  School  of  Medicine, 
University  of  Puerto  Rico,  San  Juan,  Puerto  Rico. 


sections  are  incubated  with  the  fluorescein  labeled 
antihuman  immunoglobulin,  washed  to  remove  excess 
unbound  labeled  antibodies,  and  observed  under  the 
ultraviolet  light  microscope. 

Indirect  immunofluorescence  is  a quantitative 
adaption  of  the  method  originally  described  by  Weller 
and  Coons. ^ A stratified  squamous  epithelium  such  as 
normal  skin  or  monkey  esophagus  is  used  as  a substrate. 
About  3-5  ml  of  patient  serum  is  used.  Slides  are  covered 
by  appropriate  dilutions  of  the  serum,  labeled  antibodies 
are  added,  and  the  excess  is  washed  out.  The  specimens 
are  read  with  the  fluorescence  microscope  as  for  biopsies, 
and  the  pattern  of  fluorescence  deposits  and  titers  are 
recorded.  Sera  tested  on  monkey  esophagus  yield  critical 
information  for  the  management  of  pemphigus  patients. 

Complement  indirect  immunofluorescence  makes  use 
of  the  amplification  principle  of  IgG  and  IgM  antibodies 
when  they  are  bound  to  an  antigen.  It  can  be  used  to 
measure  the  avidity  of  an  antibody  to  fix  complement. 
Serum  of  patients  are  heated  to  56°  C for  30  minutes  to 
destroy  complement-fixing  activity,  reconstitution  with 
fresh  human  complement  is  performed  and  serial 
dilutions  are  prepared.  Unfixed  sections  of  normal 
human  skin  are  treated  with  these  dilutions.  Following  an 
incubation  period  and  washing,  labeled  antibodies  are 
added.  Complement  is  activated  by  the  tissue  fixed  IgG 
and  IgM,  generating  numerous  molecules  of  C3.  These 
are  all  bound  at  the  site  of  antigen-antibody  binding  in 
the  tissue.  With  this  method,  it  is  possible  to  detect  small 
amounts  of  bound  IgG  or  IgM.  It  is  a practical  tool  to 
detect  C^  fixing  factor  in  the  serum  of  herpes  gestationis 
patients. 

The  site  of  biopsy  for  direct  immunofluorescence  is  of 
extreme  importance.  Biopsies  of  bullous  or  vesicular 
lesions  should  be  taken  preferably  form  clinically  unin- 
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volved  skin  or  mucous  membranes  adjacent  to  the 
lesions.  For  systemic  lupus  erythematosus  (SLE)  biopsies 
should  be  taken  from  both  lesional  and  apparently 
normal  skin  in  sun-exposed  areas.  For  prognostic 
information  in  SLE,  non  sun-exposed  skin  in  preferable. 
In  leukocytoclastic  vasculitis,  essential  mixed  cryoglobu- 
linemia, Henoch-Shoenlein  purpura,  polyarteritis 
nodosa  and  necrotizing  vasculitis,  new  lesions  or 
histamine  injection  sites*  should  be  biopsied. 

Bullous  diseases: 

Pemphigus-it  was  the  first  cutaneous  disease  in  which 
the  immunofluorescence  studies  revealed  specific  circula- 
ting autoantibodies,  as  well  as  in  vivo  bound  IgG  in  the 
intercellular  substance  of  the  epidermis  and  squamous 
epithelium  that  proved  to  have  diagnostic  significance.’ 
Intercellular  deposits  of  IgG  and  Ci  can  be  demonstrated 
by  immunofluorescence  in  the  epithelium  of  virtually  all 
patients  with  active  cases  of  pemphigus.  Patients  with 
pemphigus  erythematosus  may  have  immunoglobulins 
and  complement  deposits  at  the  dermo-epidermal 
Junction  (DEJ)  in  addition  to  IgG  epidermal  intercellular 
antibodies.  These  occur  mainly  in  the  face  and  in  exposed 
areas.", 

Indirect  immunofluorescence  is  positive  in  about  90% 


% 


Fig.  1:  Pemphigus  Vulgaris-  Intercellular  deposits  of  IgG  in  the 
epidermis. 


of  patients  if  proper  substrate  is  used.  A drop  in  titer  is 
correlated  with  clinical  improvement.'^  The  major 
immunoglobulin  deposited  is  IgG,  while  IgM  and  IgA  are 
found  in  up  to  25%  of  the  cases.  C\  C'q,  C^  properdin, 
and  factor  B have  also  been  reported.  The  pathogenic 
significance  of  IgG  had  been  well  demonstrated  by 
Schiltz  and  Michel.'^ 

Drug-induced  pemphigus  can  be  provoked  by  D- 
penicillamine,'5  Rifampin,'*  penicillin  and  ampicillin,'’ 
butazolidine,  sulfamethoxypyridine  and  practolol.'*  In 
all  these  instances,  pemphigus  like  antibodies  have  been 
demonstrated. 

Direct  positive  immunofluorescence  for  pemphigus  in 
an  heroin  addict  has  been  reported  at  sites  of  injection. '’ 

Pemphigus-like  antibodies  have  also  been  reported  in 
burns  (thermal  or  sun-induced),^®  systemic  lupus 
erythematosus,  bullous  pemphigoid, 2'  healthy  patients^^ 
and  lepromatous  leprosy.  Patients  with  high  titers  of 
antibodies  to  blood  group  substances  A or  B may 
produce  pemphigus-like  staining.  Absorption  of  serum 
with  type  A and  B red  blood  cells  before  testing  will 
eliminate  this  stain.  Pemphigus-like  antibodies  do  not 
usually  bind  in  vivo. 

Pemphigoid-(BP)-  deposition  of  IgG  and  C3  in  a 
tubular  form  at  the  basement  membrane  of  the  epidermis 
is  characteristic  of  this  condition. ^3, 24  These  deposits  had 
been  found  at  the  lamina  lucida  by  immunoelectron- 
microscopy.  Other  immunoglobulins,  fibrin,  and 
complement  components  of  the  classic  and  alternate 
pathway  can  be  also  deposited.  Apparently,  alternate 
pathway  activation  is  secondary  to  the  classical 

activation. 23 


Fig.  2:  Bullous  Pemphigoid  - tubular  band  with  IgG  along  the 
basement  membrane  zone.  . 


Circulating  immune-complexes  are  present  in  the  ■ 
serum  of  these  patients,  being  disease-specific,  but  the 
titer  do  not  correlate  with  the  severity  of  the  disease.^s 
Very  high  levels  of  IgE  have  also  been  showed  in  the  ■ i 
serum  of  these  patients. 2*  ' 

In  cicatricial  pemphigoid,  a variant  of  pemphigoid  1 
which  mainly  affect  the  mucous  membranes,  the  0 
immunofluorescence  findings  are  similar  to  those  1 
described  for  pemphigoid. 2’  ^ 

SLE, 2*  rheumatoid  arthritis, 2’  lichen  planus,  ' 
membranous  glomerulonephropathy,3o  pernicious 
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anemia  and  other  autoimmune  diseases^'  have  been 
Í reported  in  association  with  pemphigoid. 

Drugs  may  also  induce  pemphigoid,  namely, 
furosemide,^2  salicylazosulfapyridine,^^  practolol,^** 
penicillin  and  S-fluorouracil.^* 

PUVA  therapy  can  also  induce  similar  changes.^’ 
Dermatitis  Herpetiformis-(DH)-  direct  immuno- 
fluorescence shows  deposits  of  IgA  present  in  granular 
fibrillar  pattern  at  the  dermal  papillary  region.^*  Fibrin 
and  complement  can  also  be  demonstrated,  but  IgA  is 
almost  invariably  present  in  all  patients  with  DH  when 
normal  skin  is  examined.^’  Other  immunoglobulins  are 
rarely  present.  This  deposit  has  been  shown  to  be  IgA2 
subclass  and  do  not  contain  a secretory  component.  It  is 
originated  in  the  gastrointestinal  lymphoid  tissue.'*^ 
Some  patients  with  DH  may  have  a gluten-sensitive 
enteropathy  that  produces  an  IgA  antibody  to  gluten 
protein.  The  IgA-gluten  protein  complexes  may  circulate 
and  deposit  preferentially  in  the  skin  because  of 
genetically  determined  characteristics."*' 

Indirect  immunofluorescence  is  almost  invariably 
negative.  Antireticulin  antibodies,  mainly  IgG  class,  that 
cross-react  with  wheat  (gluten)  and  circulating  gluten- 
antigluten  antibody  complexes  are  found  in  20%  of 
1 cases. ‘*2,  The  reticulin  in  the  connective  tissue  of 

patients  with  DH  may  fluoresce  when  this  antibody  is 
present. 

Linear  IgA  dermatosis-some  patients  present  clinically 
I with  features  of  both  DH  and  BP  and  immunofluores- 
I cence  studies  of  biopsies  taken  from  various  types  of 
i lesions  demonstrate  linear  deposits  at  the  basement 
1 membrane  zone  (BMZ)  composed  predominantly  of 
V,  IgA.  Yaoita  and  Katz"*"*  and  Pehamberguer  et  aP^ 
1 reported  the  presence  of  circulating  IgA  anti  BMZ 
i|  antibody  in  these  patients. 

¡Herpes  gestationis  (HG)-  is  a rare  subepidermal 
blistering  disease  that  occurs  during  pregnancy  or  the 
post-partum  period.  Its  incidence  is  estimated  to  be 
R 1/10,00  - 1/30,000  deliveries."*^  It  has  a resemblance  to 

I pemphigoid  and  is  considered  to  be  one  of  its  variants. 
Direct  immunofluorescence  demonstrates  a heavy 
homogeneous  linear  depositions  of  Ca  along  the  BMZ 
with  or  without  concomitant  IgG  deposition."*^  More 
sensitive  multi-step  immunologic  techniques  may  show 
^the  presence  of  other  immunoglobulins  and  components 
of  the  alternate  pathway."**  Complement  indirect 
(I’immunofluorescence  usually  detects  a HG  factor."*’  It  is  a 
C IgG  antibasement  membrane  immunoglobulin  present  in 
;•  10-20%  of  the  cases. 

T The  fetal  prognosis  is  poor  with  an  increased  fetal 
u mortality  and  morbidity. Skin  lesions  similar  to  those 
^of  the  mother  have  been  reported  occurring  in  the  infant. 
3 Erythema  multiforme-  early  lesions  may  have  a 
«positive  direct  immunofluorescence  with  IgM  and  Cs 
paround  superficial  blood  vessels  walls.*' 

Bullous  dermatosis  of  childhood-  the  findings  of  this 
condition  are  similar  to  those  reported  in  linear  IgA 
idermatosis.*^ 

Connective  tissue  diseases  and  other  dermatoses: 

Lupus  erythematosus-  it  is  characterized  by  the 


presence  of  immune  deposits  of  immunoglobulins  and 
classical  and  alternate  complements  at  the  dermal- 
epidermal  junction**,  *"*  refered  as  the  Lupus  band  test 
(LBT).  IgM  is  the  most  frequently  present 
immunoglobulin,  but  the  presence  of  IgG  is  most  sug- 
gestive of  SLE.** 

The  frequency  of  finding  immune  deposits  at  the  BMZ 
in  LE  varies  depending  on  the  type  of  skin  lesion, 
duration  of  the  lesion,  site  of  the  biopsy  and  the  presence 
or  absence  of  systemic  illness.  Lesions  older  than  three 
months  duration  have  positive  immunofluorescence 
bands  in  more  than  70%  of  the  cases.  The  morphologic 
correlations  of  the  appearance  of  the  band  varies: 
stippled  bands  are  seen  in  uninvolved  skin,  thready  bands 
in  new  lesions  and  homogeneous  bands  in  older  chronic 
lesions.*® 

Normal  sun-exposed  areas  (deltoid  area)  are  prefered 
in  a LBT  for  diagnostic  considerations.  The  deltoid  area 
yields  the  highest  number  of  positive  results  in  the 
presence  of  active  systemic  SLE.  Sun-exposed  skin  from 
the  forearm  gives  the  highest  sensitivity,  but  skin  from  a 
sun-protected  area  is  the  most  specific  for  active  disease. 

A LBT  found  in  non-exposed,  non-involved  skin  sug- 
gested a more  severe  disease  with  renal  involvement.** 
There  is  no  correlation  between  the  ANA  titer  and  the 
intensity  of  the  band. 

Callerame  and  Condemi  showed  that  LBT  is  not 
deposited  homogeneously  in  the  skin  of  patients  with 
SLE.**  There  was  variability  in  the  presence  of  either 
immunoglobulins  and  complement  in  adjacent  biopsies 
specimens  at  sun-exposed  or  non-exposed  sites  of 
uninvolved  skin  with  the  presence  of  clinical  renal  disease 
activity,  antibodies  to  native  DNA,  CHso,  or  overall 
clinical  disease  activity.*’  Other  authors  have  reported 
different  results.®® 

Despite  the  frequent  depositions  of  immunoglobulins 
and  complement  at  the  BMZ  of  lupus  lesions,  these 
deposits  appears  to  have  no  primary  role  in  the  produc- 
tion of  the  skin  disease. 

The  presence  of  a pseudoband  in  other  skin  diseases 
such  as  drug  eruptions,  polymorphous  light  eruption, 
rosacea,  lichen  planus,  and  other  diseases  may  cause 
some  difficulty  in  the  evaluation  of  a positive  IF  test,  but 
there  are  differences  between  a LBT  and  this 
pseudoband.  In  the  presence  of  a pseudoband  there  is  a 
indistinct  dermal  border  that  is  often  continuous  with  the 
bright  yellow-green  dermal  fluorescence  resulting  both 
from  auto-fluorescence  and  from  non-specific  staining. 

There  has  been  much  controversy  regarding  the 
clinical  applications  of  the  LBT,  but  when  properly 
performed  it  is  still  an  invaluable  diagnostic  tool  for  SLE. 

Mixed  connective  tissue  disease  - direct  immuno- 
fluorescence demonstrates  a distinct  immuno- 
fluorescence pattern.  A LBT  is  shown  in  33%  of  the 
patients  and  epidermal  nuclear  speckling  with  IgG  is 
shown  in  almost  all  patients.®' 

Vasculitis-early  lesions  are  recommended  for  biopsy, 
but  if  it  is  not  possible  to  obtain  them,  histamine-induced 
lesions  are  recommended.  Deposits  of  IgG,  IgM,  IgA 
and/or  complement  have  been  reported  around  the 
blood  vessels.  Patients  with  Henoch-Shoenlein  purpura 
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Fig.  3:  Lupus  Band  test  • IgG  deposits;  granular  pattern  at  the  dermo- 
epidermal  junction. 


have  specific  deposits  of  IgA  around  the  superficial  blood 
vessel  walls.* 

Lichen  planus  - direct  immunofluorescence  studies 
shows  globular  or  cytoid  bodies  deposits  of  immuno- 
globulins at  the  DEJ.  IgM  is  most  frequently  found  but 
fibrin,  complement  and  other  immunoglobulins  have 
been  reported. A linear  thick  band  of  fibrinogen  is  also 
found  at  the  DEJ  in  some  cases.  Mucosal  findings  are 
similar  to  those  of  the  skin. 

Immunofluorescence  findings  in  diseases  such  as 
Grover’s  disease,  psoriasis,  drug  eruptions,  rheumatoid 
arthritis,  amyloidosis,  porphyrias,  alopecia  areata,  male- 
pattern  alopecia  and  Darier’s  disease  have  been  reported 
but  more  consistent  findings  are  needed  for  more  valid 
applications. 
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Y Jehovd  dijo  a Satanás:  He  aquí,  el  está  en  tu  mano;  mas 
guarda  su  vida.  Entonces  salió  Satanás  de  la  presencia  de 
Jehová,  e hirió  a Job  con  una  sarna  maligna  desde  la  planta 
del  pié  hasta  la  coronilla  de  la  cabeza. 
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Abstract:  Kaposi’s  sarcoma,  an  uncommon  disease 

which  has  gained  medical  attention  since  the  discovery  of 
AIDS,  may  be  imitated  clinically  and  pathologically  by 
many  other  malignant  and  benign  vascular  prolifera- 
tions. A male  patient  with  multiple  skin  lesions  suggestive 
of  Kaposi’s  sarcoma  showed  intravascular  papillary 
endothelial  hyperplasia  in  dilated  thrombosed  vessels,  a 
benign  phenomenon  which  may  be  misinterpreted  as 
angiosarcoma.  A careful  clinico-pathologic  evaluation  is 
in  order  when  pictures  of  this  type  are  seen. 


Kaposi’s  “multiple  idiopathic  pigmented  hemangio- 
sarcomas,”  up  until  recently  a low-profile,  predo- 
minantly dermatological  entity,  has  gained  world-wide 
notoriety  with  the  recognition  of  the  acquired 
immunodeficiency  syndrome  (AIDS).'"^  The  classical 
picture  of  slow-growing  compressible  purplish  nodules 
and  plaques  associated  to  persistent  edema  of  a lower 
extremity  in  elderly  men,  most  of  whom  have  a long-term 
survival,  must  now  be  expanded  to  include  three  other 
groups  of  patients.  One  is  represented  by  children  and 
young  men  from  equatorial  Africa  who  usually  die  young 
with  disseminated  lymph  node  and  visceral  involvement. 
Another  comprises  immunosuppressed  patients 
especially  for  renal  transplantation.  These  have  a 
variable  course  with  lesions  tending  to  disappear  upon 
discontinuation  of  drugs.  The  last  is  chiefly  composed  of 
young  homosexual  males  with  AIDS  in  whom  the 
vascular  lesions,  located  mostly  on  the  upper  half  of  the 
body,  are  more  aggressive  and  death  usually  occurs 
within  two  years  of  diagnosis.^ 


from  the  Department  of  Dermatology,  School  of  Medicine, 
University  of  Puerto  Rico,  San  Juan,  Puerto  Rico 


Physicians  and  laymen  are  becoming  alert  to  lesions] 
that  suggest  Kaposi’s  sarcoma  and  alarmed  if  a biopsy] 
reveals  atypical  proliferation  of  vascular  spaces,] 
especially  if  the  patient  is  a homosexual  or  a drug  addict. 
The  clinician,  however,  should  guard  against  hasty] 
sexological  or  ethnic  appraisals — the  unjustified  Haitian] 
connection  is  fortunately  passing  away — and,  above  all,] 
should  not  expound  on  ominous  prognoses  when] 
confronted  with  these  pictures.  In  addition  to  the  known] 
variants  the  clinicopathologic  differential  diagnosis  ofj 
Kaposi’s  sarcoma  includes  many  other  neoplastic  and] 
reactive  proliferations  of  blood  and  lymphatic  vessels] 
(Fig.  1). 

A patient  recently  examined  at  the  Puerto  RiccH 
Medical  Center  with  a clinical  picture  resembling] 
Kaposi’s  sarcoma  based  on  a peculiar  vascular  prolifera  j 
tion,  serves  to  illustrate  this  interesting  subject. 


Report  of  Case 


A 48  year-old  married  male  construction  worker 
developed  over  a period  of  six  months  multiple 
asymptomatic  purplish  nodules  on  various  areas  of  his 
body.  These  lesions  started  as  pinhead-sized  and 
gradually  grew  to  the  size  of  a lima  bean.  There  was  no 
recollection  of  trauma  to  the  lesional  areas  or  edema  in 
those  sites.  There  was  no  history  of  systemic  or  previous 
skin  diseases  nor  of  any  drugs  or  medications.  The 
patient’s  mother  was  said  to  have  white  spots,  not  at  all 
similar  to  his  problem.  The  physical  examination  showed 
several  black-violaceous  papules  and  nodules  varying 
from  0.2  to  1.5  cm  in  diameter  on  the  right  upper  chest 
and  back,  one  on  the  left  cheek,  one  on  the  right  foream 
and  another  on  the  sole  of  the  right  foot  (Fig.  2).  The 
lesions  were  almost  flattened  by  digital  pressure  and  filled 
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KAPOSI’S  SARCOMA  AND  RELATED  VASCULAR  ENTITIES 
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Fig.  1:  Differential  diagnostic  chart  of  Kaposi’s  sarcoma. 


Fig.  2:  Kaposi’s  sarcoma-like  nodules  on  chest  of  patient. 


slowly  upon  release  of  the  finger.  The  rest  of  the  physical 
examination  was  negative. 

The  laboratory  showed:  Hgb  12.2,  RBC  count 
4,010,000,  WBC  count  7,300  with  57%  segmented 
neutrophilis,  32%  lymphocytes,  11%  eosinophils; 
hematocrit  37.3,  MCV  93,  MCH  30.7,  MCHC  33  and 
platelets  461,000;  2+  proteinuria  and  1+  hematuria, 
negative  stool  guaiac  and  urine  culture;  normal  values  for 
SMA18  and  hepatitis  B antigen  determination.  The  chest 
radiography  was  negative.  Intravenous  pyelogram 
showed  right  nephrolithiasis.  A biopsy  from  one  of 
the  nodules  of  the  chest  showed  in  the  upper  dermis  a 
thin-walled,  widely  dilated  space  lined  by  relatively 


normal-appearing  endothelial  cells.  These  also  lined 
irregular  collagenous  stalks  that  penetrated  into  the 
vascular  space  and  seemed  to  be  proliferating  from  the 
lateral  and  underlying  stroma.  A fragment  of  a thrombus 
was  also  seen  within  the  lumen.  Biopsies  obtained  from 
another  chest  lesion  and  the  foot  nodule  revealed 
thrombosed  ectatic  vessels  with  similar  endothelial-lined 
stalks  apparently  sprouting  from  the  vessel  wall  and  the 
neighboring  stroma.  Endothelial  cells  coursed  in  all 
directions  within  the  thrombus  among  masses  of 
erythrocytes,  fibrin  and  hemosiderin  pigment.  In  the  foot 
lesion  tortuous  venules  were  seen  towards  one  side  of  the 
thrombosed  vessel,  associated  to  stromal  fibrosis  (Figs. 
3,4). 

Discussion 

The  histological  picture  of  our  patient’s  lesions, 
although  vaguely  reminiscent  of  the  early  patch  stage  of 
Kaposi’s  sarcoma^  and  suggestive  of  some  aspects  of 
angiosarcoma^  was  neither  of  the  two.  The  histology  of 
the  patches  of  Kaposi’s  sarcoma,  be  they  early  or  late,  is 
characterized  by  dilated,  anastomosing,  thin-walled 
vascular  spaces  seemingly  dissecting  the  collagen  of  the 
upper  dermis.  In  the  nodules  there  are  proliferating 
vessels  and  slits  lined  by  large  endothelial  cells, 
surrounded  by  proliferating  spindle  cells,  extravasated 
erythrocytes  and  inflammatory  reaction.  In  angiosar- 
coma the  endothelial  cells  are  decidedly  anaplastic  and 
the  vascular  spaces  usually  quite  irregular.  Proliferation 
of  atypical  cells  in  the  surrounding  stroma  is  notable.  The 
clinical  picture  of  angiosarcoma  is  that  of  an  elderly 
individual  with  expanding  nodules  and  plaques  on  the 
scalp  and  face,  terminating  in  early  metastases,  or  as 
multiple  enlarging  nodules  in  a postmastectomy 
lymphedematous  arm  (Stewart-Treves  syndrome)*  or, 
rarely,  other  chronically  lymphedematous  extremity.^ 

Thrombosed  capillaries  or  veins  are  known  to  occur  as 
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Kaposi's  Sarcoma  - Like  Tumors  due  to  Intravascular  Papillary... 


Fig.  3:  Ectatic  vessel  in  upper  dermis  with  irregular,  endothelial-lined 
stalks  seemingly  sprouting  from  wall. 


localized  dome-shaped,  bluish-black  nodules  that  arise 
de  novo  on  the  face,  mouth  or  elsewhere  on  the  skin  of  an 
adult.  They  should  be  recognized  because  of  their  clinical 
similarity  to  nodular  melanoma.*  Although  some 
elements  of  this  entity  were  present  in  the  histologic 
sections  of  our  patient,  the  picture  was  more 
characteristic  of  intravascular  papillary  endothelial 
hyperplasia  (IPEH).^ 

Clinically  IPEH  usually  presents  as  a solitary  blue,  red, 
or  flesh-colored  nodule  which  may  be  superficially  or 
deeply  located  on  the  skin  of  the  head  or  the  upper 
extremities.  Histologically  the  lesions  are  interpreted  as  a 
peculiar  pattern  of  organization  of  arterial  or  venous 
thrombi,  which  may  also  be  seen  as  an  incidental  finding 
in  autopsy  or  surgical  material,  including  some 
hemangiomas.  The  most  important  consideration  in  this 
benign  condition  is  that  the  histologic  picture  may  be 
misinterpreted  as  an  angiosarcoma.  Our  patient  was 
most  unusual  in  the  number  and  clinical  appearance  of 
the  lesions,  resembling  Kaposi’s  sarcoma.  A similar  case 
with  lesions  limited  to  the  lower  extremities  was  reported 
by  Reed  et  al  as  probably  the  first  such  case  in  the 
literature. 

Other  benign  and  malignant  conditions  that  may 


Fig.  4:  Thrombosed  vessel,  endothelial-lined  stalk  (arrow). 


simulate  Kaposi’s  sarcoma  are  shown  in  figure  1. 
Pyogenic  granulomas  frequently  present  on  the  face  and 
fingers  as  easily  bleeding,  crusted  nodules  which  may 
recur  after  removal.  The  histology  shows  capillaries 
proliferating  in  an  edematous  stroma,  covered  and 
embaraced  by  an  epidermal  collarette."  Pseudo-Kaposi’s 
sarcoma,  in  which  there  is  vessel  proliferation, 
hemorrhage  and  fibrosis  usually  associated  to 
arteriovenous  fistulas,  occurs  as  painful  plaques,  nodules 
and  ulcers  on  the  lower  extremities  of  young 
individuals. Multiple  glomangiomas  may  occur  as 
generalized  asymptomatic  or  tender  nodules  with  a 
histology  of  glomus  cells  surrounding  dilated  vessels.'^ 
Hemangiopericytomas,  in  which  there  are  proliferating 
spindle-shaped  pericytes  around  vessels,  occur  rarely  as 
small  nodules  or  plaques  on  the  head,  neck,  trunk  or 
extremities.  Those  present  at  birth  or  during  infancy  have 
a good  prognosis,  even  though  the  cells  may  be  atypical. 
Cellular  atypia  at  later  ages,  especially  seen  in  deeper- 
lying  lesions,  usually  signifies  malignancy  tending  to  lung 
metastasis,  with  a 50%  mortality. 

Malignant  angioendotheliomatosis  is  a rare  disease 
characterized  by  widespred  nodules,  plaques  and  ulcers 
based  on  a bizarre  endothelial  cell  occlusion  of  capillaries 
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and  invasion  of  the  surrounding  stroma,  occurring  in 
middle-aged  women  who  run  a downhill,  fatal  course. 
Reactive  angioendotheliomatosis  is  a related  disorder  in 
which  women  and,  occasionally,  children  suffer  of 
echymotic  patches  and  plaques  on  the  face,  trunk  and 
extremities,  based  on  a similar  but  less  atypical  histology. 
It  is  frequently  associated  with  subacute  bacterial 
endocarditis  and  other  infections  and  clears  up  with 
steroid  and  antibiotic  therapy.'^ 

Other  disorders  in  which  the  endothelial  cells  and/or 
the  vessels  are  atypical,  simulating  malignancy,  but  the 
biologic  behavior  is  benign,  are  papular  angioplasia, 
presenting  as  papules  and  nodules  on  the  face  and  scalp 
of  elderly  people,'^  angiolymphoid  hyperplasia,  as 
nodules  on  the  head  of  young  adults,'*  juvenile 
angioendothelioma,  as  firm  reddish-brown  nodules  on 
the  head  and  neck  of  infants  and  children, and  acquired 
progressive  lymphangioma  which  occurs  as  tender, 
bruise-like  patches  on  the  head  and  extremities  of 
children  and  young  adults. 20 


Resumen:  El  sarcoma  hemorrágico  de  Kaposi, 

enfermedad  poco  común  que  ha  reclamado  la  atención  de 
la  clase  médica  desde  el  descubrimiento  del  AIDS,  puede 
parecerse  a muchas  otras  proliferaciones  vasculares, 
; tanto  benignas  como  malignas.  Un  hombre  con  múltiples 
¡ nódulos  cutáneos  que  clínicamente  sugerían  el  sarcoma 
I de  Kaposi  demostró  tener,  en  vez,  una  hiperplasia 
' endotelial  papilar  intravascular  en  vasos  ectátícos  parcial 
I o totalmente  trombosados.  Este  es  un  fenómeno  benigno 
) cuya  hístopatología  se  puede  confundir  con  la  de 
^ angiosarcoma.  Es  necesaria  una  cuidadosa  evaluación 
I clínico-patológica  cuando  se  observan  cuadros  como 
éste. 
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excreted  in  human  milk,  caution  should  be  exercised 
when  Alupent,  brand  of  metaproterenol  sulfate,  is 
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Abstract:  Porphyria  cutanea  tarda  (PCT)  is  the 

most  common  form  of  porphyria  which  usuaily 
manifests  with  a characteristic  clinicai  picture  of 
vesicular  lesions  on  the  sun-exposed  skin  in  association 
to  increased  cutaneous  fragility,  hypertrichosis  and 
pigmentary  changes.  A case  of  PCT  who  initially  started 
as  a vesicular  eruption  on  the  sun-exposed  areas  and 
progressed  to  develop  marked  sclerodermoid  skin 
changes  on  exposed  and  non-exposed  areas  is  presented 
because  of  its  strong  resemblance  to  the  cutaneous  skin 
findings  of  scleroderma.  PCT  should  be  considered 
among  the  conditions  with  sclerodermoid  skin  changes 
which  may  simulate  systemic  scleroderma. 


The  porphyrias  are  a group  of  disorders  characterized 
by  abnormalities  in  the  biosynthesis  of  porphyrins.  ‘ , ^ 
Although  these  disorders  are  relatively  rare,  the  most 
common  type  of  porphyria  seen  in  Puerto  Rico  is 
porphyria  cutanea  tarda  (PCT). 

The  most  frequent  cutaneous  manifestations  of  PCT 
primarily  involve  the  light  exposed  areas  and  consist  of 
increased  skin  bruisability  or  fragility,  particularly  on  the 
dorsa  of  the  hands,  together  with  vesicles  or  bullae 
leading  to  erosions,  crusting,  milia  and  scar  formation.^ 
Other  frequent  findings  include  hyperpigmentation  and 
hypertrichosis. 

The  purpose  of  this  communication  is  to  present  a case 
of  PCT  who  developed  the  rare  manifestation  of 
generalized  sclerodermoid  skin  changes  which  clinically 
simulated  systemic  scleroderma.  The  clinical  and  bioche- 
mical features  of  PCT  are  also  reviewed. 

Case  Report 

The  patient  is  a 33  year-old  male  without  previous 
health  problems,  who  complained  of  a vesicular  eruption 
over  the  dorsa  of  the  hands  and  face  since  August  1982. 
He  was  seen  by  several  physicians  who  treated  him  with 
topical  and  systemic  antibiotics  to  no  avail.  At  this  time, 
he  did  not  identify  the  sun  as  an  aggravating  factor.  On 
April  1983,  the  patient  started  to  notice  hair  loss  on  the 
scalp,  arms,  trunk  and  lower  extremities  in  association 


From  the  Department  of  Dermatology,  School  of  Medicine, 
University  of  Puerto  Rico,  Rio  Piedras,  Puerto  Rico 
Miguel  Vázquez  Botet,  M.D.,  Department  of  Dermatology,  School 
of  Medicine,  G.P.O.  Box  5067,  San  Juan,  Puerto  Rico  00936 


with  progresive  thickening  of  the  skin  on  previously 
damaged  and  undamaged  skin. 

There  was  no  family  history  of  a similar  disorder.  The 
patient  had  moderate  to  severe  alcohol  intake  on  a daily 
basis  (6-12  beers/ days)  for  years  and  history  of  heroin 
abuse  up  to  1968.  He  worked  as  a clerkman  in  an  office. 
There  was  no  history  of  exposure  to  chemicals  or 
germicides. 

When  first  seen  in  our  clinics,  he  was  found  to  be  alert, 
in  no  acute  distress,  with  adequate  vital  signs.  The  most 
prominent  sign  was  his  grotesque,  disfigured  facial 
appearance.  There  was  diffuse  hair  loss  on  the  scalp,  with 
almost  complete  hair  loss  on  the  chest,  axillae,  arms  and 
thighs.  Multiple  prominent,  depressed,  and  atrophic 
disfiguring  scars  were  present  on  his  face,  earlobes,  neck, 
and  dorsa  of  hands.  The  skin  over  his  upper  extremities, 
trunk,  neck,  periorbital  and  perioral  areas  was  indurated, 
thickened  and  shiny  with  focal  hyperpigmented  and 
hypopigmented  patches  (Fig.  1 and  2).  A 3 x 3 cm 
partially  crusted  ulcer,  with  yellowish  suppuration,  was 
present  on  the  dorsum  of  his  left  hand.  No  active  bullae  or 
vesicles  were  present,  but  several  erosions  and  crusted 
areas  were  evident  on  sun-exposed  regions  of  the  arms 


Fig.  1:  Indurated,  shiny,  sclerotic  skin  over  the  neck  and  chest  with  a 
hyperpigmented  macule  and  ill-defined  hypopigmented  patches. 
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Fig.  2:  Sclerodermatous  changes  over  the  dorsum  of  the  hand  and  arm 
with  more  prominent  skin  atrophy,  hypopigmentation  and  a peripheral 
hyperpigmented  rim. 


and  hands.  The  rest  of  his  physical  examination  including 
cardiovascular,  pulmonary,  gastrointestinal,  and 
neurological  evaluation  was  essentially  within  normal 
limits.  There  was  no  evidence  of  Raynaud’s 
phenomenon,  arthritis,  visceromegaly,  palmar  erythema, 
telangiectases  nor  spider  angiomata.  Wood’s  lamp 
examination  of  teeth  was  negative  but  examination  of 
urine  revealed  a reddish-pink  fluorescence. 

The  laboratory  evaluation  included  a cell  blood  count 
with  an  hemoglobin  of  18.5  gms,  hematocrit  48.9%  and  a 
white  blood  cell  count  of  7,300  with  a normal  differential. 
The  fasting  blood  sugar  was  131  mg/dl,  SCOT  101  u/ 1, 
SGPT  23  u/ 1 and  LDH  187  u/ 1.  The  following  labora- 
tory studies  were  within  normal  limits:  prothrombin 
time,  partial  thromboplastin  time,  serum  cholesterol, 
total  bilirulin,  serum  creatinine,  blood  urea  nitrogen, 
alkaline  phosphatase,  serum  albumin,  electrolytes, 
calcium  and  phosphorus,  uric  acid  and  total  proteins. 
The  serum  was  negative  for  hepatitis  B surface  antigen 
and  antinuclear  antibodies.  Serum  iron  was  73  ug/  ml  and 
the  serum  iron  binding  capacity  346.  The  urine  was  red, 
wine-colored,  but  negative  for  red  blood  cells  and 
urobilinogen.  Qualitative  urine  coproporphyrins  and 
uroporphyrins  determination  were  strongly  positive.  The 
qualitative  urine  porphobilinogen  determination  was 
i negative.  Fecal  quantitative  uroporphyrins  were 
negative.  Fluorescence  microscopy  test  for  red  blood  cell 
porphyrin  showed  fluorescing  erythrocytes  (fluorocytes) 

I ranging  from  1 to  5%. 

' The  chest  X-Rays,  pulmonary  function  studies, 
gastrointestinal  and  radiologic  studies,  and  electro- 
cardiogram were  \4iithin  normal  limits. 

' A skin  biopsy  from  the  extensor  aspect  of  the  right 
‘ forearm  showed  epidermal  atrophy  with  effacement  of 
I the  rete  ridges  and  absence  of  pilosebaceous  structures. 


The  eccrine  glands  were  closely  packed  in  the  mid  dermis 
sorrounded  by  a lymphohistiocytic  infiltrate.  The  most 
prominent  finding  was  the  compact,  sclerotic,  thightly 
packed,  collagen  bundles  which  stained  eosinophilic  with 
hematoxilin  and  eosin  (Fig.  3).  The  vessels  in  the  upper 
dermis  showed  PAS-positive,  diastase-resistant  material 
deposited  mainly  around  the  blood  vessels  of  the 
superficial  vascular  plexus  with  some  of  this  material  in 
the  papillary  dermis. 


Fig.  3:  Compact,  sclerotic,  thightly  packed,  collagen  bundles  in  the 
dermis  with  epidermal  atrophy. 


The  patient  was  advised  to  avoid  unnecessary  sun 
exposure,  to  wear  protective  clothing  and  to  discontinue 
alcohol  intake.  Treatment  was  started  with  phlebotomies 
every  2 weeks. 

Discussion 

The  porphyrias  are  a group  of  diseases  associated  with 
the  production  of  heme  in  which  excess  formation  of 
porphyrins  or  their  precursors  occurs  (Fig.  4).  The 
porphyrins  exist  in  nature  as  components  of  three  broad 
groups  of  compounds,  namely,  heme,  chlorophyl  and 
cobalamin,  each  of  which  is  fundamentally  a cyclic 
tetrapyrrole.  They  are  fundamental  to  life-sustaining 
metabolic  processes  since  they  act  as  metal  chelators.  The 
iron  containing  porphyrin,  heme,  is  found  in 
hemoglobin,  cytochromes,  catalases,  and  peroxidases. 
All  the  porphyrins  have  characteristic  absorption  in  the 
near  ultraviolet  and  visible  region  and  absorb  light 
intensely  in  the  405  nm  range  (Soret  band).',  ^ 

The  porphyrias  are  a group  of  syndromes  which  form 
well-characterized  clinicopathologic  patterns  (Table  I), 
each  associated  with  an  enzyme  that  is  impaired  or 
blocked  (Table  II).  These  diseases,  are  characterized  by 
excess  turnover  in  the  heme  pathway  and  seem  to 
originate  mainly  in  two  organs,  namely,  the  liver  and  the 
bone  marrow,  but  the  symptoms,  paradoxically,  arise 
chiefly  on  the  skin,  the  nervous  system,  or  both, 
depending  on  the  type  of  porphyria. 

Porphyria  cutanea  tarda  is  classified  as  one  of  the 
chronic  hepatic  porphyrias.  It  usually  occurs  in  adults 
and  very  rarely  in  childhood  starting  with  the  patient 
noticing  erosions  and  vesicles  on  the  backs  of  the  hands 
and  eventually  realizing  that  his  skin  is  unduly  sensitive 
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TABLE  I 


Cutaneous  Signs  and  Systemic  Manifestation  of  the  Porphyrias 


Disease 

Cutaneous  Signs 

Systemic  Manifestation 

Erythropoietic 

porphyria 

Mutilating  photosen- 
sitivity erythrodontia, 
scarring  alopecia, 
hypertrichosis 

Splenomegaly,  hemolytic 
anemia 

Erythropoietic 

protoporphyria 

“Burning,”  erythema, 
edema,  moderate 
scarring,  “waxy” 
thickening  of  light- 
exposed  areas 

Cholelithiasis  and 
occasional  hepatic 
failure 

Porphyria 
cutanea  tarda 

Vesicles,  bullae  and 
erosions,  moderate 
scarring,  alopecia,  milia 
formation,  increased 
facial  hair  and 
periorbital  pigmentation 

Diabetes  mellitus 
occasional  hepatic  tumor 

1 

Acute  intermit- 
tent porphyria 

None 

Muscule  paralysis,  acute 
abdomen  hypertension 

Variegate 

porphyria 

Similar  to  porphyria 
cutanea  tarda 

Combination  of  systemic 
manifestation  of  acute 
intermittent  porphyria  and 
porphyria  cutanea  tarda 

Hereditary 

coproporphyria 

Variable 

Similar  to  variegate 
porphyria 

TABLE  il 

Enzymes  Causing  Porphyrin  Excess 


Porphyria  Enzymes 


Erythropoietic 

Erythropoietic  porphyria 
Erythropoietic  protoporphyria 
Hepatic 

Porphyria  cutanea  tarda 
Variegate  porphyria 
Hereditary  coproporphyria 
Acute  intermittent  porphyria 


Uroporphyrinogen  cosynthetase 
Ferrochelatase 

Uroporphyrinogen  decarboxylase 
Protoporphyrinogen  oxidase 
Coproporphyrinogen  decarboxylase 
Uroporphyrinogen  1 synthetase 


to  sunlight  and  to  minor  mechanical  trauma.  Vesicles  are 
the  primary  lesions.  They  vary  markedly  in  size  from  1 
mm  to  3 cm  in  diameter  and  may  soon  rupture  turning 
into  erosions  and  becoming  infected.  Upon  healing,  the 
vesicle  site  may  simply  form  a scar  or  be  the  site  of  the 
development  of  milia,  which  are  rounded,  yellowish,  or 
pale-colored  intraepidermal  cystic  inclusions. 

Other  cutaneous  manifestations  of  PCX  are 
hypertrichosis,  changes  in  skin  pigmentation,  prominent 
scarring  and  as  a late  finding,  the  development  of 
sclerodermoid  changes  and  dystrophic  calcification  with 
ulceration.^ 

Systemic  scleroderma  or  progressive  systemic  sclerosis 
is  a chronic  connective  tissue  disease  typically 
characterized  by  sclerosis  of  the  skin  with  involvement  of 
internal  organs.  The  cause  of  the  disease  is  unknown,  but 
autoimmune  mechanisms  and  primary  damage  to  the 


blood  vessels  have  proposed  to  explain  its  pathogenesis.'' 
PCX  and  several  unrelated  medical  conditions  have  been 
reported  to  give  rise  to  sclerodermatous  skin  changes 
clinically  indistinguishable  from  those  of  systemic 
scleroderma.  Scleroderma  adultorum,  scleromyxedema, 
primary  systemic  amyloidosis,  multiple  myeloma, 
carcinoid  syndrome,  phenylketonuria,  sclerema  of  the 
newborn  and  Werner’s  syndrome  are  examples  of  these 
conditions. 

PCX  may  present  hypopigmented  indurated  plaques 
on  the  trunk  in  10  to  18%  of  the  cases,2, 3 which  are  not 
limited  to  the  light-exposed  areas,  suggesting  that 
photoinduced  skin  damage  is  not  of  pathogenetic 
significance.  The  cause  of  these  changes  remains 
unknown  but  there  has  been  speculation  as  to  consider 
these  sclerodermoid  changes  as  an  unusual  manifestation 
of  PCX  or  as  a coexistence  of  two  separate  entities, 
namely,  PCX  with  systemic  scleroderma.  We  favor  the 
first  view  since  most  of  the  cases  in  which  this 
complication  has  ocurred,  the  pattern  of  presentation  has 
been  fairly  constant  in  that  sclerodermoid  findings  occur 
in  long  standing  cases  of  PCX  and  have  never  preceded 
the  condition.  Besides,  patients  with  PCX  and 
sclerodermoid  changes  do  not  manifest  those  signs  or 
symptoms  associated  with  systemic  scleroderma  like 
arthritis  and  pulmonary  and  gastrointestinal 
involvement.  The  incidence  of  the  immunologic 
parameters  which  may  be  positive  in  systemic 
scleroderma  like  the  antinuclear  antibodies,  rheumatoid 
factor,  native  DNA  antibodies,  etc,  appear  to  be  non 
existent  in  PCX  with  sclerodermatous  features.  Further 
clinical,  immunologic  and  metabolic  studies  with  large 
numbers  of  patients  with  these  findings  are  needed  for  a 
better  assesment  of  these  differing  views. 

Porphyria  cutanea  tarda  is  characterized  bioche- 
mically by  large  increases  in  urinary  urophorphyrin  and 
to  a lesser  degree  in  coproporphyrin^  which  fluorescence 
when  irradiated  with  ultraviolet  light  in  the  405  nm  range 
emiting  a brilliant  reddish-pink  color.  This  finding 
provides  the  basis  for  the  urinary  porphyrin  screening 
test  in  the  diagnosis  of  PCX  by  showing  a reddish-pink 
fluorescence  of  urine  upon  examination  with  the  Wood’s 
lamp.  The  quantitative  determination  of  increased 
uroporphyrins  and  coproporphyrins  in  a 24-hr.  specimen 
with  normal  blood  and  stool  protoporphyrins  further 
corroborates  the  diagnosis. 

PCX,  which  may  be  familial,  or  sporadic  like  the 
majority  of  our  patients, 3,*  has  been  associated  with 
deficiency  of  uroporphyrinogen  decarboxylase  in 
hepatocytes  and  erythrocytes.  The  reduced  hepatic 
urophorphyrinogen  decarboxylase  activity  is  a specific 
and  intrinsic  defect  in  PCX,  but  modulation  of 
uroporphyrinogen  synthesis  by  extrinsic  factors  is 
required  for  the  full  biochemical  expression  of  the 
disease.*,  ^ In  other  words,  the  inherited  enzyme  defect  of 
PCX  may  remain  latent  until  an  acquired  factor 
(alcoholism,  estrogens,  etc.)  required  for  clinical 
expression  of  the  disease  is  present.  The  development  of 
PCX  has  been  associated  with  chronic  alcoholism, 
estrogen  and  antimalarials  administration,  ingestion  of 
hexachlorobenzene,  chlorinated  phenols  used  as 
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herbicides,  hepatic  tumors,  viral  hepatitis  and  high 
dietary  iron.',  2,  5^  6^  » 

Hepatic  siderosis  and  elevated  serum  iron  and  satura- 
tion are  frequently  seen,  but  frank  cirrhosis  is  present  in 
less  than  10%  of  patients.’  The  exact  reason  for  iron 
overload  being  so  common  in  PCT  is  not  clear,  but  it  is 
generally  believed  that  this  is  associated  with 
alcoholism."’”'^  Iron  has  been  shown  to  inhibit 
uroporphyrinogen  cosynthetase'^  and  to  enhance  the 
inducibility  of  hepatic  A-aminolevulinic  acid 
synthetase.'^  These  observations  may  help  to  explain  the 
typical  biochemical  features  and  the  enigmatic  role  of 
iron  in  the  pathogenesis  of  this  disorder.  Conditions 
reported  in  association  with  PCT  include  hepatic 
neoplasms, '5  diabetes  mellitus,'  systemic  lupus 
erythematous,',  * and  chronic  renal  disease  patients 
undergoing  hemodialysis.'^ 


formation  are  usually  the  first  signs  of  cutaneous 
improvement,  occuring  3 to  9 months  after  phlebotomy. 
Hypertrichosis,  hyperpigmentation  and  sclerodermoid 
changes  are  more  resistant  to  treatment.  The  remissions 
may  last  several  years. 

Favorable  results  have  also  been  reported  with 
chloroquine,  which  destroys  hepatocyte  mitochondria, 
releasing  chloroquin-porphyrin  complexes  which  are 
subsequently  excreted  in  the  urine. ^ The  excessive  hepatic 
uroporphyrin  stores  are  consequently  depleted.  Elevated 
urinary  iron  excretion  has  been  demonstrated  during 
chloroquine  therapy,  suggesting  chloroquine  may  also 
act  by  reducing  the  iron  load.'’  Hepatic  toxicity  with 
severe  systemic  reactions  have  been  minimized  by 
frequent  administration  of  small  doses. 

In  conclusion,  a patient  with  PCT  is  presented  because 
of  its  strong  resemblance  to  the  cutaneous  findings  of 


Figure  4: 
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Treatment  of  the  porphyrias  consists  of  general 
measures  and  the  application  of  specific  therapeutic 
modalities.  General  measures  in  PCT  include  avoidance 
of  initiating  or  exacerbating  factors  (e.g.,  sun  exposure, 
alcohol,  use  of  estrogen,  etc). 

Phlebotomy  has  revolutioned  the  treatment  of  PCT. 
Decreases  in  plasma  and  urinary  uroporphyrin  levels  are 
observed,  with  a concomitant  decrease  in  cutaneous 
photosensitivity  The  mechanism  is  unproven  but 
may  be  related  to  a reduction  in  hepatic  iron  stores.’  An 
average  loss  of  6.8  units  of  blood  has  been  required  to 
obtain  remission.  Decreased  skin  fragility  and  bulla 


systemic  scleroderma.  Clinicians  should  be  aware  of  this 
unusual  clinical  presentation  in  order  to  differentiate 
these  findings  from  other  unrelated  sclerodermatous 
conditions. 

Resumen:  La  porfiria  cutánea  tarda  (PCT)  es  el  tipo 

más  común  de  las  porfirias  y usualmente  se  presenta  con 
lesiones  vesiculares  en  las  áreas  expuestas  al  sol,  fragili- 
dad de  la  piel,  hipertricosis  y cambios  en  pigmentación. 
Se  presenta  un  caso  de  PCT  que  inicialmente  desarrolló 
una  erupción  vesicular  en  las  áreas  expuestas  al  sol  y que 
luego  progresó  a cambios  esclerodermoides  tanto  en 
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áreas  expuestas  como  no  expuestas.  La  PCT  se  debe 
considerar  entre  las  condiciones  con  cambios 
escierodermoides  que  semejan  la  esclerodermia 
sistémica. 
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Nada  más  misterioso  que  la  piel.  Es  estuche  que  nos 
arropa  y resguarda.  Pero  es  tela  vibrátil  que  nos  comunica 
con  el  exterior.  Es  superficie,  pero  expresión  de  profundi- 
dad. Es  un  aislador  permeable.  Es  sensible  .v  es  sufrida,  es 
aguerrida  y melindrosa.  Imagen  del  misticismo  militante, 
plumaje  indemne  entre  pantanos,  se  conserva  p se  entrega, 
vive  entre  las  tentaciones  y las  reduce  a su  dominio.  Es  virgi- 
nidad renaciente  como  en  las  huríes  orientales.  Está  en  la 
zona  tempestuosa  donde  chocan  las  corrientes  del  yo  v del 
no  yo,  V’  es  al  mismo  tiempo  accesible  y resistible.  ¡Cuánta 
contradicción! 


(Alfonso  Reyes.  La  paradoja  de  la  piel. 

Obras  Completas.  IX,  288,  59) 
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Summary : A patient  with  cutaneous  atrophic  changes 

in  the  hands  after  the  prolonged  use  of  a topical  steroid  is 
reported.  Recognition  of  this  and  other  side  effects 
secondary  to  the  prolonged  and  indiscriminate 
application  of  potent  topical  steroids  is  discussed  with 
emphasis  in  the  differential  diagnosis  and  mechanisms  of 
the  atrophogenic  action  of  these  group  of  drugs. 

The  introduction  of  topical  steroids  in  the  treatment 
of  cutaneous  disorders  caused  dramatic  changes  in 
the  practice  of  dermatology.  New  and  more  potent 
preparation  have  been  introduced  in  the  last  decade  with 
the  concomittant  recognition  of  side  effects  and 
complications.  Atrophogenic  action  is  one  of  the  most 
known  side  effects  of  potent  topical  steroids.  It  is  the 
purpose  of  this  report  to  present  a patient  who  developed 
this  complication  and  to  review  the  new  information 
about  the  changes  in  cutaneous  morphology  that  result 
from  corticosteroid  atrophy. 

Case  Report 

A 19-year-old  woman  consulted  one  of  the  authors 
(AR)  regarding  changes  in  the  color  of  the  skin  of  the 
hands  that  she  had  noticed  for  the  last  three  months.  She 
had  history  of  a persistent  hand  dermatitis  for  which  she 
had  been  applying  a topical  steroid  (fluocinonide)  in  a 
daily  basis  for  the  last  years. 

There  was  history  of  bronchial  asthma. 

Physical  Examination:  On  the  dorsa  of  fingers,  hand 
and  extending  into  the  forearms  there  was  marked 
hypopigmentation  with  sparing  of  the  knuckles.  The  skin 
was  shiny,  waxy,  and  thin  allowing  visualization  of  the 
venous  pattern  (Fig.  1). 

Histopathology:  Light  microscopy  of  the 
hypopigmented  skin  showed  effacement  of  the  papillary 
dermis  with  loss  of  the  normal  papillary-rete  ridge 
pattern  and  dilatation  of  the  papillary  vessels  (Fig.  2). 
Elastic  stains  showed  a normal  elastic  fibers 
arrangement. 
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Fig.  1:  Hypopigmentation  of  the  dorsa  of  hands  with  easy  visualization 
of  suoerficial  veins. 


Fig.  2:  Effacement  of  the  papillary  dermis  with  some  telangiectases 
(200  X). 


Discussion 

The  patient  described  herein  presents  one  of  the  most 
common  side  effects  of  potent  (fluorinated)  topical 
steroids  use.  Clinical  signs  of  the  atrophogenic  effects  of 
topical  steroids  include  telangiectases,  thinning, 
increased  transparency,  shininess,  loss  of  skin  marking 
and  sometimes  striae.  Lehmann  et  al'  described  the 
histologic  changes  induced  by  potent  topical  steroids 
after  three  and  six  weeks  of  use.  These  changes  where 
characterized  by  a striking  reorganization  of  the 
tridimensional  architecture  of  the  dermis.  The  hallmark 


232 


Ju/i(*  Hi  ! natiJcz.  \/.P- 


\ 'uL  76  Sum.  5 


was  loss  of  ground  substance  resulting  in  compaction  of 
collagen  and  elastic  fibers  and  their  reorientation  parallel 
to  the  surface.  The  elastic  and  collagen  fibers  themselves 
are  not  affected  but  merely  clumped  together.  These 
changes  where  more  prominent  in  the  papillary  dermis, 
but  the  reticular  dermis  is  also  affected.  Also  affected,  but 
to  a lesser  degree,  is  the  epidermis,  which  can  show 
thinning,  shift  in  basal  cell  polarity  and  occasional 
atypical  cells. 

There  are  several  conditions  characterized  by  atrophy 
and  wrinkling  of  the  involved  skin.  Anetoderma 
(macular  atrophy)^  refers  to  atrophic  lesions  of  the  skin 
which  may  be  primary  (idiopathic)  or  secondary  to 
inflammatory  diseases  and  that  are  characterized  by 
multiple  discrete  oval  lesions  of  loose  wrinkled  skin 
which  may  be  depressed  or  bulge  loosely  (hernia-like). 
Histologically,  it  is  characterized  by  focal  or  general  loss 
of  large  elastic  fibers  being  substituted  by  uniform  fine 
elastic  fibrils,  and  a mild  perivascular  lymphohistiocytic 
infiltrate.’ 

A related  disorder  is  stria  distensae  which  occurs  more 
commonly  on  the  abdomen,  buttocks,  and  thighs  and 
consist  of  bands  of  thin,  wrinkled  skin,  at  first  being  red- 
dish, the  purple,  and  finally  white  in  color.  Histologically 
there  is  a thinned  and  flattened  epidermis,  descreased 
thickness  of  the  dermis  with  collagen  fibers  separated 
from  one  another,  and  absence  of  elastic  fibers  from  the 
center  of  the  lesion.  Stria  distensae  can  occur  after 
occlusive  corticosteroid  therapy. 

Atrophoderma  of  Passini  and  Pierini  (idiopathic 
atrophoderma)’  is  an  asymptomatic  atrophy  of  the  skin 
characterized  at  its  full  development  by  large,  sharply 
defined,  slightly  depressed  oval  areas  of  skin.  The  surface 
of  the  affected  area  usually  is  normal  but  depressed  from 
surrounding  skin,  and  may  have  an  erythematous, 
brown,  or  bluish-violaceous  color.  It  occurs  most  often  in 
women,  starts  insidiously  early  in  life,  is  located  primarily 
on  the  trunk  (in  particular  back  and  abdomen),  and  may 
be  bilateral  and  symmetrical.  Histologically,  there  is 
edema  of  the  collagen  bundles  of  the  inferior  reticular 
dermis  and  irregular  clumping  and  loss  of  elastic  tissue  in 
this  area;  the  fat  and  epidermis  are  not  involved.  The 
disease  follows  along  progressive  course  (10-20  year) 
before  reaching  a standstill  and  there  no  resolution  of  the 
lesions. 

Post-inflammatory  elastolysis  is  a rare  entity  described 


in  association  with  cutis  laxa*  in  which  patches  of 
wrinkled  skin  are  present  being  preceeded  by 
erythematous,  infiltrated  lesions  (acute  phase). 
Histologically  there  is  complete  absence  of  elastic  tissue 
in  the  upper  and  mid-dermis  due  to  fragmentation  of  the 
elastic  fibers  leaving  granular  patterns.  A similar,  and 
still  more  uncommon  disorder  is  non-inflammatory 
dermal  elastolysis  characterized  by  idiopathic  loss  of 
mid-dermal  elastic  tissue  which  leads  to  wrinkling  of  the 
skin  and  to  discrete  perifollicular  protrusions.’ 

In  conclusion,  the  use  of  potent  (fluorinated)  topical 
steroids  induces  atrophogenic  changes  in  the  skin  even 
after  only  3 weeks  of  use.  These  changes  are  characterized 
by  a three  dimensional  rearragement  of  the  collagen  and 
elastic  fibers,  which  become  closely  packed  together  due 
to  the  reabsorption  of  dermal  ground  substance.  Steroid- 
induced  atrophy  has  to  be  differentiated  from  other 
diseases  characterized  by  wrinkling  and  atrophy.  Unlike 
those  diseases,  in  corticosteroid  atrophy  the  collagen  and 
elastic  fibers  per  se  are  not  affected.  This  should  serve  as  a 
warning  to  all  physicians  (especially  non-dermatologists) 
against  the  prolonged,  indiscriminated  use  of  potent 
topical  corticosteroids. 

Resumen:  Se  presenta  un  paciente  con  cambios 

atrofíeos  en  la  piel  de  las  manos  después  del  uso 
prolongado  de  un  corticoesteroide  local.  Se  discute  la 
importancia  de  reconocer  los  efectos  adversos  de  estas 
medicinas  debido  a su  uso  prolongado  e indiscriminado, 
con  énfasis  en  el  diagnóstico  diferencial  y los  mecanismos 
atrofogénicos  de  éstos. 
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Abstract:  This  is  a case  report  of  a patient  with  a 

granulomatous  process  on  the  face  which  upon  histopa- 
thologic analysis  was  characterized  as  lupus  miliaris 
disseminatus  faciei,  a clinical  entity  previously  thought  to 
represent  an  allergic  reaction  to  the  tuberculosis  bacillus. 
The  differential  diagnosis  of  cutaneous  facial  granulomas 
is  discussed  with  emphasis  on  the  salient  clinical  and 
pathological  features. 

The  term  granuloma  refers  to  a chronic  proliferating 
lesion  containing,  besides  mononuclear  cells 
(lymphocytes,  monocytes  and  macrophages),  either 
epithelioid  cells  or  multinucleated  giant  cells  or  both.' 
Granulomas  arise  either  as  a foreign  body  reaction,  as 
response  to  an  infectious  agent  or  as  an  allergic 
granuloma. 

Granulomatous  dermatitides  of  the  face  are  not 
unusual  and  sometimes  may  present  a diagnostic  and 
etiologic  dilema.  Among  others,  sarcoidosis, 
tuberculosis,  rosacea  and  ruptured  follicular  cysts  may 
present  a granuloma  when  examined  by  histopathology. 
This  report  deals  with  a case  of  lupus  miliaris 
disseminatus  faciei,  and  unusual  granulomatous  disease, 
formerly  thought  to  represent  an  allergic  manifestation 
of  systemic  tuberculosis. ^ 

Case  Report 

A 12-year-old  boy  consulted  one  of  the  authors  (AR) 
because  of  persistent  skin  lesions  on  the  skin  of  face, 
eyelids  and  ears.  The  patient’s  mother  related  that  these 
lesions  have  been  appearing  in  crops  for  one  year.  There 
was  no  history  of  systemic  disease,  drug  intake  nor 
exposure  to  industrial  reagents.  There  was  no  family 
history  of  tuberculosis,  sarcoidosis  or  lupus 
erythematosus. 

Physical  examination:  On  the  cheeks,  eyelids  and  ears 
(helix)  there  were  multiple  firm  discrete,  erythematous, 
yellowish,  1-2  mm  papules.  (Fig.  1).  Some  of  the  lesions 
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Fig.  I:  Discrete,  translucent  papules  on  the  cheeks,  nose  and  eyelids. 


had  a gelatinous  content  upon  incision.  There  were  no 
lymphadenopathies. 

Laboratory:  Complete  blood  count,  urinalysis,  SMA- 
12,  VDRL  and  chest  X-ray  were  negative.  P.P.D.  was 
negative. 

Histopathology:  The  main  pathological  finding  was  in 
the  dermis  where  there  was  a nodular  infiltrate  composed 
of  epithelioid  cells  and  some  giant  cells  showing  in  the 
center  a large  area  of  “casseation”  necrosis  that  had  an 
amorphous  appearance.  (Fig.  2). 


F'ig.  2:  Nodular  inflammatory  infiltrate  of  epithelioid  and  some  giant 
cells  with  central  necrosis  (2Ü0X). 
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Discussion 

Lupus  miliaris  disseminatus  faciei  is  a papular 
eruption  of  the  face  previously  considered  as  a variant  of 
lupus  vulgaris  or  as  a tuberculid.^  This  is  so  because  the 
pinkish  brown  papules  reveal  apple-jelly  diascopy  as  in 
lupus  vulgaris.^  A tuberculid  eruption  is  considered  as  a 
disseminated  skin  eruption  that  appears  in  showers  being 
individual  lesions  alike  in  size  and  character.  They  reach 
their  maturity  in  a rather  short  time,  remain  in  situ  and 
then  regress  spontaneously. Originally  they  were 
considered  reactions  to  toxins  of  the  tubercle  bacilli  but 
actually  the  pathogenesis  and  cause  of  the  tuberculids  are 
poorly  understood  and  the  whole  concept  is  hypothe- 
tical. ' U p to  today,  there  is  no  evidence  supporting  the  link 
to  tuberculosis.  Although  the  histology  exhibits 
tuberculoid  features,  the  tuberculin  skin  test  is  inconstant 
and  most  often  negative,  there  is  no  concomitant 
tuberculosis  demostrable,  mycobacterias  can  not  be 
recovered  from  the  lesions  and  there  is  no  response  to 
antituberculosis  drugs.'  The  cause  and  pathogenesis  of 
this  condition  are  unknown  but  some  affinity  to  rosacea 
is  most  likely. 2 

Clinically  the  eruption  is  not  uncommon  occuring  in 
adults  and  adolescents  of  both  sexes.  It  consists  of 
indolent  firm  papules,  1 to  3 mm,  symmetrically 
distributed  in  the  centrofacial  regions. 2,  3 jhe  lower 
portions  of  the  forehead,  bridge  of  nose,  cheeks, 
nasolabial  folds  and  the  periorbital  areas  are 
preferentially  involved. ' Occasionally,  dissemination  may 
be  occur. 

The  papules  develop  rapidly  being  follicular  and  non- 
follicular  in  distribution. 2 The  papules  remain  stationary 
during  the  course  healing  spontaneously.  They  gradually 
shrink  away  with  sloughing  or  crusting  leaving  a small 
pitted  scar.  Pustulation  has  been  observed  in  some  cases. 

In  the  histopathology,  fairly  large  well  defined  globular 
masses  of  tuberculoid  structures  are  seen  high  in  the 
corium.  The  tuberculoid  structures  are  composed  of 
epithelioid  cells,  some  giant  cells  and  an  encircling  rim  of 
sparse  lymphocytes.  In  the  center,  frank  casseation 
necrosis  is  seen  which  has  an  amorphous  appearance. 

The  differential  diagnosis  of  lupus  miliaris  dis- 
seminatus faciei  includes  acne  vulgaris,  rosacea,  rosacea- 
like tuberculid  and  sarcoidosis  of  the  micropapular 
variety. 

Acne  vulgaris  is  more  polymorphous,  showing 
comedones,  inflammatory  papules,  pustulation  and  even 
nodule  formation.'  In  rosacea,  flushing,  erythema  and 
telangiectases  are  additional  features. 

Rosacea-like  tuberculid,  described  by  Lewandosky  in 
1917,  is  one  entity  which  is  difficult  to  differentiate  from 
lupus  miliaris  disseminatus  faciei.  In  critical  studies 
performed  by  Michelson  et  aP,  ^ the  lesions  were 
described  as  brownish-violet  papules  distributed  over  the 
forehead,  nose,  cheeks  and  chin.  Neck  and  earlobes  can 
also  be  involved.  Upon  diascopy,  a yellowish  brownish 
stain  persists  as  in  lupus  miliaris  disseminatus  faciei. 
The  course  is  prolonged  but  when  they  involute,  they  do 
it  all  at  a time,  in  contrast  to  lupus  miliaris  disseminatus 
faciei  which  dissapear  one  at  a time.  Today  it  is  largely 
agreed  that  rosacea-like  tuberculid  or  micropapular 


Lupus  Miliaris  Disseminatus  Faciei-  An  Unusual  Granuloma  of  the  Face 

tuberculid  represent  a micropapular  form  of  rosacea  with 
prononunced  tuberculoid  features.',  ^ 

Cutaneous  lesions  are  encountered  in  about  one  third 
of  patients  with  chronic  systemic  sarcoidosis.  The  small 
papular  variant  of  sarcoid  which  may  appear  on  the  face 
is  represented  by  harder  papules  with  gradual 
development  and  slower  course  in  contrast  to  lupus 
miliaris  disseminatus  faciei  in  which  “showers”  of  lesions 
appear  at  one  time. ',  ^ Casseation  necrosis  is  absent  in  the 
histopathology  of  sarcoidosis. 

Other  granulomatous  reactions  which  will  present  as 
papular  lesions  on  the  face  (see  Table  I)  are  the  infectious 
granulomas,  namely,  lupus  vulgaris,  a variant  of 
tuberculosis  cutis;  atypical  mycobacterioses  and  deep 
fungal  infections. 


TABLE  1 

Granulomatous  diseases  most  frequently  appearing  on  the  face 

1-  Sarcoidal  granuloma  of  sarcoidosis 

a-  Papular,  minipapular  and  plaque  variants 
b-  Lupus  pernio 

2-  Lupus  miliaris  disseminatus  faciei 

3-  Rosacea 

4-  Granuloma  annulare 

5-  Annular  elastolytic  giant  cell  granuloma 

6-  Granuloma  multiforme 

7-  Miescher’s  granuloma  of  the  face 

8-  Infectious  granulomas 
a-  Lupus  vulgaris 

b-  Atypical  mycobacterioses 
c-  Deep  fungal  infections 

9-  Ruptured  follicular  cysts 


Perphaps,  the  most  common  cutaneous  granuloma  is 
that  elicited  by  the  rupture  of  a previous  follicular  cyst.' 
Ultimately,  histopathologic  analysis  and  in  some 
occasions,  microbiological  tests  will  be  needed  for  further 
characterization  of  the  pathologic  process. 

Resumen:  Este  es  un  reporte  de  un  niño  que  presenta 

un  proceso  inflamatorio  granulomatoso  en  la  cara  que  al 
examen  histopatológico  fue  diagnosticado  como  lupus 
miliaris  disseminatus  faciei,  una  entidad  clínica  que 
anteriormente  se  consideraba  como  una  expresión 
alérgica  al  bacilo  de  la  tuberculosis.  Se  discute  el 
diagnóstico  diferencial  de  los  granulomas  faciales  con 
énfasis  en  sus  características  clínicas  y patológicas  más 
sobresalientes. 
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Columna  del  Editor 


En  este  número  cabe  destacar  la  presencia  de  dos 
artículos  que  son  parte  del  mismo  tema  publicados 
por  los  autores  con  anterioridad.  Uno  es  “Recent  Expe- 
riences in  the  Surgical  Management  of  Cerebral  Ische- 
mia” cuya  primera  parte  se  publicó  en  el  número 
correspondiente  al  mes  de  diciembre  de  1983  (p.  544).  El 
otro:  “Los  Desórdenes  de  Estrés  Post  Traumáticos  en  los 
Veteranos  de  la  Guerra  de  Vietnam”  complementa  un 
Artículo  Especial  sobre  el  mismo  tema  y por  el  mismo 
autor  que  apareció  publicado  en  el  mes  de  abril  del 
presente  año  (p.  161). 

Otro  trabajo  de  gran  importancia  es  el  artículo  por  la 
Dra.  María  de  L.  Santaella  que  contiene  una  clasificación 
y un  esquema  terapéutico  para  pacientes  con  el  Síndrome 
de  Inmunodeficiencia  Adquirida  (SIDA/ AIDS).  Es  signi- 
ficativo señalar  que  este  tipo  de  presentación,  sobre  un 
tema  que  se  incluye  en  la  mayoría  de  las  revistas  de 
Medicina  Interna,  no  ha  sido  publicada  anteriormente. 
También  será  de  mucha  utilidad,  para  los  interesados  en 
el  tema,  las  referencias  que  se  incluyen  en  el  artículo.  Las 
mismas  han  sido  actualizadas  al  1 de  junio  de  1984,  la 
selección  de  estas  referencias  implica  un  gran  trabajo  y 
dedicación  por  lo  voluminoso  de  la  literatura  existente 
sobre  el  tema. 

Los  otros  artículos  junto  con  las  secciones  de  autoe  va- 
luación y noticias  de  interés  para  la  clase  médica  comple- 
tan el  Boletín  número  30  preparado  por  la  presente  Junta 
Editora. 


Rafael  Villavicencio,  M.D.,  FACC 

Presidente  Junta  Editora 
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NUESTRA  PORTADA: 

Cerro  Herido  de  Nelson  Sambolin. 

El  artista  nació  en  el  Barrio  Coqui  de  Salinas,  Puerto  Rico.  Estudió  en 
la  Liga  de  Estudiantes  de  Arte,  la  Universidad  de  Puerto  Rico  y el  Pratt 
Institute  de  Nueva  York. 

Ha  exhibido  extensamente  en  su  país  y en  el  extranjero  y su  obra  se 
encuentra  en  colecciones  públicas  y privadas,  como:  Cartón  de 
Venezuela,  Charles  D.  Alien  y Museo  de  la  Universidad  de  Puerto  Rico, 
entre  otras. 

Ha  sido  premiado  por  el  Ateneo  Puertorriqueño  y la  “Association  of 

College,  University  and  Community  Art  Administrators”.  Recibió  el 
“Pratt  Fellowship”  para  estudios  avanzados  en  el  campo  del  grabado  en 
1981  y 1982. 

Esta  es  su  primera  pintura  en  años  recientes,  cuando  se  ha 
concentrado  en  el  dibujo  y el  grabado.  Corresponde  la  portada  a una 
serie  en  pleno  progreso  denominada  “Cerro  Herido”. 

La  reproducción  de  la  obra  en  nuestra  portada  ha  sido  posible  gracias 
a la  gentileza  del  autor  y del  Taller-Galería  André  en  el  Condominio  El 
Centro,  en  Hato  Rye,  donde  se  encuentra  expuesta  la  obra. 
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Un  varón  de  50  años  de  edad  sin  historial  clínico 
significativo  desarrolló  un  episodio  de  síncope  de  un 
minuto  de  duración,  luego  fue  examinado  en  el  Centro  de 
Salud  local  quejándose  de  dolor  de  pecho  y disnea  de 
esfuerzo  progresiva. 

El  paciente  fue  referido  al  Centro  Médico  de  Puerto 
Rico  para  evaluación  presentando,  al  examen  físico,  una 
presión  arterial  de  140/90  y pulso  regular  78/minuto.  Se 
encontró  además  un  soplo  sistólico  en  el  foco  aórtico. 

La  radiografía  del  pecho  reveló  cardiomegalia  y el 
electrocardiograma  confirmó  la  presencia  de  hipertrofia 
ventricular  izquierda.  El  paciente  falleció  mientras  se  le 
practicaba  un  cateterismo  cardíaco.  La  autopsia  reveló  la 
deformidad  valvular  ilustrada  en  la  Figura  1. 


¿Cuál  es  su  diagnóstico? 

A.  Endocarditis  bacteriana  aguda 

B.  Atresia  tricuspídea 

C.  Estenosis  de  la  válvula  pulmonar 

D.  Estenosis  de  la  válvula  mitral 

E.  Estenosis  valvular  aórtica 


Figura  1 
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ESTENOSIS  VALVULAR  AORTICA  CALCIEICADA 

La  variante  más  común  de  obstrucción  valvular  aór- 
tica en  pacientes  mayores  de  40  años  que  no  presentan 
otra  lesión  valvular  concurrente  es  la  llamada  estenosis 
valvular  aórtica  calcificada  que  resulta  de  cambios  dege- 
nerativos en  una  válvula  bicúspide  congénita.  La  esteno- 
sis aórtica  de  origen  reumático  aislada  es  muy  rara  y en  la 
mayoría  de  los  casos  se  acompaña  de  daño  valvular  mitral 
y a veces  tricuspideo.  La  válvula  aórtica  bicúspide  es  una 
deformidad  congénita  donde  las  valvas  son  asimétricas. 
Esta  lesión  usualmente  no  produce  síntomas  en  la  edad 
temprana,  pero  con  el  tiempo  la  turbulencia  del  flujo 
sanguíneo  a la  salida  del  ventrículo  izquierdo  provocada 
por  las  valvas  anormales  produce  fibrosis  progresiva  y 
calcificación  del  armazón  valvular  con  rigidez,  pérdida  de 
la  movilidad  y estenosis. 

Aproximadamente  el  70%  de  los  casos  de  estenosis 
valvular  aórtica  en  los  adultos  tienen  esta  etiología. 

La  calcificación  con  estenosis  de  la  válvula  aórtica 
puede  presentarse  también  en  pacientes  mayores  de  65 
años  de  edad,  sin  que  la  deformidad  sea  de  válvula  bicús- 
pide y en  estos  casos  la  válvula  presenta  tres  valvas  duras, 
fibrosadaSjCon  calcificaciones  nodulares,  particularmente 
en  la  superficie  aórtica  de  las  valvas  ocupando  el  espacio 
de  los  senos  de  Valsalva. 

Las  manifestaciones  clínicas  provocadas  por  la  este- 
nosis aórtica  se  presentan  usualmente  cuando  el  orificio 
valvular  se  reduce  en  un  25%  de  su  tamaño  normal.  Ya 
que  los  cambios  anatómicos  son  progresivos  es  muy 
importante  reconocer  la  lesión  y su  severidad  tan  pronto 
aparece  la  sintomatología. 

Los  cambios  anatómicos  del  corazón  que  acompañan 
la  estenosis  aórtica  son  el  resultado  del  esfuerzo  que  hace 
el  ventrículo  izquierdo  para  vencer  la  obstrucción  a la 
salida  de  la  sangre  hacia  la  aorta. 

El  mecanismo  compensatorio  del  corazón  es  la  hiper- 
trofia concéntrica  de  la  pared  del  ventrículo  izquierdo, 
estableciéndose  una  diferencia  entre  la  presión  sistólica 
del  ventrículo  y la  aorta.  Cuando  el  ventrículo  izquierdo 
falla,  la  presión  diastólica  del  ventrículo  izquierdo  se 
aumenta  lo  cual  provoca  aumento  de  la  presión  atrial 
creando  un  impedimento  del  flujo  pulmonar.  Como  con- 
secuencia de  ello  hay  una  disminución  del  débito  cardíaco 
y aparecen  los  síntomas  de  insuficiencia  cardíaca.  Los 
síntomas  principales  que  provoca  la  estenosis  aórtica  son: 
fallo  cardíaco,  dolor  anginoso  y síncope.  El  hallazgo 
físico  más  característico  de  estenosis  aórtica  es  la  presen- 
cia de  un  soplo  sistólico  de  expulsión  de  máxima  intensi- 
dad en  la  base  del  corazón  sobre  el  área  de  la  válvula 
aórtica.  El  soplo  se  transmite  hacia  las  carótidas  y usual- 
mente se  percibe  además  un  estremecimiento  catáreo  en  el 
foco  aórtico. 

En  pacientes  de  edad  avanzada  el  soplo  sistólico  es 
menos  prominente  y a veces  se  escucha  mejor  cerca  del 
apex.  El  diagnóstico  de  estenosis  aórtica  en  este  grupo  de 
pacientes  puede  no  sospecharse  y los  síntomas  adscribirse 
a enfermedad  arteriosclerótica  del  corazón.  El  diagnós- 
tico de  estenosis  aórtica  a cualquier  edad  debe  estable- 
cerse a tiempo,  pues  la  sobrevida  es  de  aproximadamente 
dos  años  después  de  iniciados  los  síntomas  de  insuficien- 
cia cardíaca. 


También  hay  que  recordar  que  el  10%  de  los  pacientes 
con  estenosis  aórtica  fallecen  de  muerte  súbita 

El  electrocardiograma  muestra  hipertrofia  del  ventrí- 
culo izquierdo  y cambios  en  el  segmento  ST  y en  la  onda  T. 

La  ecocardiografía  es  una  gran  ayuda  diagnóstica.  Es 
recomendable  la  angiografía  coronaria  en  aquellos 
pacientes  mayores  de  40  años,  va  que  un  gran  número  de 
ellos  presenta  esclerosis  de  las  arterias  coronarias,  en  cuyo 
caso  puede  estar  indicado  un  puente  coronario  en  el 
momento  del  reemplazo  valvular. 
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ESTUDIOS  CLINICOS 


Recent  Experiences  in  the  Surgical 
Treatment  of  Cerebral  Ischemia: 
Twenty  Six  Months  Period 

Alousius  V.  Llaguno,  M.D. 
Ricardo  H.  Brau,  M.D. 


Abstract:  The  use  of  vascular  procedures  for  the 
treatment  of  extracranial  and  intracranial  carotid  occlusive 
disease  has  been  viewed  with  great  interest.  Carotid 
endarterectomy  has  remained  the  surgical  modality  of 
treatment  for  occlusive  stenotic  and  ulcerative  symptomatic 
lesions  in  the  cervical  carotid  circulation.  Extracranial- 
intracranial  bypass  procedures  for  inaccessible  carotid  lesions 
has  been  developed  during  the  last  decade.  The  authors 
review  their  recent  experiences  on  31  vascular  procedures  for 
cerebral  ischemia  on  29  patients.  Thirteen  patients  had  STA- 
MCA  bypass  and  16  patients  had  carotid  endarterectomy. 
Two  had  bilateral  carotid  endarterectomies.  The  indications, 
preoperative,  operative  and  postoperative  treatments  are 
discussed.  There  was  no  death  in  our  endarterectomy  series 
and  with  minimal  morbidity.  We  had  one  death  in  the  bypass 
series.  Our  follow-up  is  from  3-24  months.  Routine  post- 
operative arteriograms  were  not  performed  in  the  en- 
darterectomy series  except  when  recurrent  symptoms 
ocurred  (1  case).  However,  postoperative  arteriograms  were 
performed  routinely  on  the  bypass  series  and  we  have  a 
patency  rate  of  91.6%. 

The  pathophysiology  of  cerebral  ischemia  is  not 
completely  understood.^  4 5 8 n 12  n 27  28  Micro- 
embolization, propagation  of  thrombus  and  focal 
cerebral  hypoperfusion  have  been  suggested.^  ^ The 
relationship  between  atherosclerotic  occlusive  disease 
and  cerebral  ischemia  have  long  been  established.  Egas 
Moniz,  after  inventing  arteriography,  demostrated  an 
occluded  internal  carotid  artery  (ICA)  in  patients  with 
symptoms  of  cerebral  ischemia  in  1937.^  Seventy  five 
percent  of  patients  with  cerebral  ischemia  have  surgical 
accessible  lesions,  40%  in  the  neck  and  35%  intracranially.’ 
The  first  endarterectomy  was  performed  by  Correa  and 
associates  in  1951  at  Buenos  Aires. Since  then  this  has 
been  standard  surgical  treatment  for  accessible  occlusive 
lesions  in  the  neck.^® 

Endarterectomy  done  high  in  the  neck  and  intra- 
cranially  has  met  with  suboptimal  results. 


The  concept  of  bypassing  an  inaccessible  occlusive 
lesion  was  the  idea  of  C.M.  Eisher  in  1951  when  he  said; 
“anastomosis  of  the  carotid  artery  or  one  of  its  branches, 
with  the  ICA  above  area  of  narrowing  should  be 
feasible”.'^  In  1967  Drs.  Donaghy  and  Yasargil  after 
working  and  learning  the  technique  of  microsurgery  and 
microvascular  anastomosis  in  laboratory  animals,  succes- 
fully  bypassed  the  extracranial  superficial  temporal  artery 
(STA)  with  an  intracranial  cortical  branch  of  the  middle 
cerebral  artery  (MCA).^‘*  Since  then  there  have  been 
several  thousand  bypass  operations  performed  world- 
wide.'® The  first  bypass  in  Puerto  Rico  was  performed  by 
one  of  the  authors  (R.H.B.)  in  1981. 

Clinical  Materials  and  Methods 

Within  a twenty  six  months  period  from  July  1981  to 
September  1983,  we  have  performed  a total  of  31  surgical 
procedures  on  29  patients  with  varying  complaints  and 
angiographic  findings  in  the  extra  and  intra  cranial 
carotid  circulation.  Thirteen  were  bypass  procedures  and 
all  were  males.  Eigthteen  were  carotid  endarterectomies, 
sixteen  males  and  two  females.  We  had  two  bilateral 
endarterectomies  performed  at  two  to  three  weeks  interval 
(see  table  1 1.  Most  of  these  patients  are  referrals  from  our 
active  Neurology  section  and  the  decision  for  surgery 
was  based  on  the  symptomatology  and  the  medical 
condition  of  the  patient  and  angiographic  findings.  Age 
ranged  from  24  to  75  years  with  a mean  of  55.3  years.  The 
majority  of  our  patients  were  hypertensive,  diabetic  and 
smokers. 


TABLE  I 


SEX  DISTRIBUTION 

Bypass 

Endarterectomy 

Unilateral 

Bilateral 

Males 

13 

12 

2 

Females 

0 

2 

0 

Section  of  Neurological  Surgery,  Veteran's  Administration  Hospital 
and  University  of  Puerto  Rico  School  of  Medicine:  San  Juan,  Puerto  Rico. 
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Endarterectomy  Series 

The  clinical  picture  in  this  series  includes  7 patients 
presenting  with  transient  ischemic  attacks  (TIA),  2 with 
reversible  ischemic  neurologic  deficits  (RIND),  and  6 
patients  with  completed  stroke  (CS).  The  CS  patients  all 
had  minor  neurologic  deficits,  were  independent  and  able 
to  take  care  of  themselves.  There  were  no  cases  with 
progressive  stroke  (PS). 

One  patient  presented  with  dizziness  and  a carotid 
bruit.  On  angiography  there  was  more  than  60%  stenosis 
of  cervical  ICA.  The  asymptomatic  patients  were  our 
bilateral  endarterectomies  (see  table  2).  All  the  patients 
had  bicarotid  cerebral  angiograms  and  when  possible 
aortic  arch  studies  and  vertebral  injections.  Our  indica- 
tions for  carotid  endarterectomy  include  those  who 
developed  TIA’s,  RIND,  and  mild  CS  with  angiographic 
evidence  of  ulcerated  plaque,  stenosis  (over  60%),  on  the 
same  side  of  the  affected  cerebral  hemisphere.'^  Likewise 
total  carotid  occlusion  of  over  72  hours  duration  were  not 
considered  candidates  for  carotid  endarterectomy.  We 
have  13  patients  with  stenosis  of  more  than  60%,  3 With 
associated  ICA  ulcers,  and  2 patients  with  ulcerated 
stenotic  plaque  (see  Table  3).  All  the  lesions  were 
accessible  in  the  cervical  area.  The  preoperative  work  up 
included  routine  blood  laboratories,  cardiac  evaluation 
and  good  control  of  any  medical  conditions  (diabetes, 
hypertension,  etc.) 


TABLE  2 


ENDARTERECTOMY  SERIES 

CLINICAL  PRESENTATION 

Presentation 

No. 

% 

TIA’S 

7 

38.9 

RIND 

2 

11.1 

CS 

6 

33.3 

PS 

0 

0.0 

Dizziness 

1 

5.6 

Asymptomatic 

2 

1 1.1 

TABLE  3 


ENDARTERECTOMY  SERIES 
ANGIOGRAPHIC  EINDINGS 

No. 

% 

Stenosis 

13 

72.2 

Ulcers 

3 

16.7 

Stenosis  & Ulcer 

2 

11.1 

Figure  1:  Shows  a lateral  common  carotid  injection  demostrating  a 90- 
95%  stenosis  of  the  internal  carotid  artery. 
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Figure  2:  A deep  ulcerated  plaque  is  demonstrated  in  bifurcation  of  the 
common  carotid  artery. 
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All  the  endarterectomies  were  performed  under 
general  anesthesia.  Dexamethasone  is  used  empirically  as 
well  as  barbiturates  prior  to  the  temporary  clamping  of 
carotid  vessels.  No  intra  operative  shunt  was  used  in  any 
of  the  procedures.  In  addition  to  the  steroids  and  the 
barbiturates  the  blood  pressure  was  elevated  10  to  15% 
above  the  baseline  during  the  clamping  time  to  protect  the 
brain  against  ischemia.  All  the  procedures  were  done 
under  magnification.  A subintimal  plane  was  used  to 
dissect  the  plaque.  The  arteriotomy  incision  was  sutured 
primarilly  with  5-0  non-absorbable  material.  Generous 
irrigation  with  heparinized  saline  is  used  during  the 
removal  of  the  plaque  to  prevent  intravascular  thrombus 
formation.  All  the  patients  postoperatively  were  admitted 
to  the  ICU  for  a close  monitoring  of  vital  signs  and 
neurological  status.  High  priority  was  given  to  the  blood 
pressure  control,  using  nipride  drips  when  necessary. 
Ambulation  is  encouraged  a day  after  surgery.  Patients 
went  home  within  5 to  7 days  after  surgery.  Patients  were 
dischaged  on  aspirin  and  persantine  and  followed  in  the 
neurosurgical  clinic  periodically. 

STA-MCA  Bypass 

Our  indications  include  symptomatic  inaccessible 
cervical  ICA  stenosis  or  occlusion  or  intracranial  ICA  or 
middle  cerebral  artery  stenosis  or  occlusion.  Another 
indication  is  the  treatment  of  giant  aneurysm  by  ligation 
of  the  cervical  ICA,  and  the  STA-MCA  bypass  for  the 
prevention  of  possible  ischemic  complications.  In  our 
series  we  have  two  such  cases  (see  table  4).  Clinical 
presentation  on  those  patients  who  had  bypass  included  5 
with  TIA’s,  seven  with  mild  completed  stroke  and  one 
with  subarachnoid  hemorrhage  secondary  to  ruptured 
giant  aneurysm  (see  table  5). 


TABLE  4 


BYPASS  SERIES:  ANGIOGRAPHIC  FINDINGS 

No. 

% 

Inaccessible  Lesions 

4 

30.8 

Occlusion 

7 

53.8 

Giant  Aneurysm 

2 

15.4 

TABLE  5 


BYPASS  SERIES:  CLINICAL  PRESENTATION 

Presentation 

No. 

% 

TIA’S 

5 

38.5 

RIND 

0 

0.0 

CS 

7 

53.8 

PS 

0 

0.0 

Subarachnoid  Hemorrhage 

1 

7.7 

Figure  3-A:  A total  internal  carotid  occlusion  is  shown  at  the  clinical  level. 


Preoperative  work  up  is  similar  to  the  endarterectomy 
procedure.  Patients  are  thoroughly  evaluated  medically. 
The  operation  is  done  under  general  endotracheal 
anesthesia.  The  head  is  fixed  in  a three  pin  head  rest.  The 
STA  is  mapped  on  the  scalp  using  the  angiogram  studies 
and  doppler  sonogram  if  necessary.  The  larger  STA 
branch  is  usually  utilized  as  the  donor  vessel.  The  STA 
branch  is  dissected  from  the  surrounding  tissue,  a 
craniectomy  is  performed  over  the  temporal  bone  6 
centimeters  above  the  external  auditory  meatus.  After 
opening  the  dura,  the  largest  available  cortical  vessel  is 
dissected,  all  this  is  done  under  the  operative  microscope 
magnification.  Then  an  end  to  side  microanastomosis  of 
the  STA  to  MCA  branch  is  performed  using  10-0  nylon 
material.  After  the  surgery  is  completed  the  patient  is 
moved  to  the  ICU  for  24-48  hours  for  close  monitoring  of 
the  vital  and  neurologic  signs.  Aspirin  and  persantine  are 
started  the  next  day  after  surgery.  Patency  of  the  bypass  is 
a.ssessed  by  digital  palpation  and  doppler  sonography. 
Follow  up  selective  angiogram  of  the  external  carotid 
artery  was  performed  in  all  the  patients  to  assess  the 
patency  of  the  bypass.  All  the  patients  were  discharged  on 
antiplatelet  medication  and  Dilantin  to  be  followed  in  the 
neurosurgical  clinic. 
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Figure  3-B:  Antero  posterior  view  of  cerebral  angiogram  shows  a patent 
bypass  (Curved  arrow  shows  the  middle  cerebral  artery  and  the  straight 
arrow  demonstrates  the  superficial  temporal  artery) 


Figure  3-C:  Lateral  cerebral  common  carotid  injection  shows  visualization 
of  middle  cerebral  artery  vessels  filling  thru  a patent  bypass.  (Curved 
arrow  shows  the  middle  cerebral  artery  and  straight  arrows  demonstrate 
the  superfical  temporal  artery). 


RESULTS 

Endarterectomy 

There  were  no  deaths  in  the  16  patients  who  had  18 
endarterectomy  procedures  (see  table  6).  There  were 
complications  in  three  patients.  Two  patients  developed 
severe  hypertension  immediately  after  surgery  (systolic 
close  to  300  mmHg.),  both  of  them  developed  wound 
hematomas  requiring  surgical  drainage.  One  of  these  two 
patients  had  a mild  homonymous  hemianopsia  as  a result 
of  this  complication.  Since  then,  we  have  convinced  our 
anesthesiologist  to  have  a nipride  drip  stand  by  to  control 
severe  hypertension  immediately.  The  other  complication 
was  in  a 72  years  old  male  who  presented  with  left 
hemisphere  TIA’s.  Preoperative  angiogram  showed  an 
ulcerated  plaque.  Endarterectomy  was  undertaken  with- 
out problems.  Several  hours  after  he  arrived  to  the  ICU  he 
was  noted  to  be  dyphasic  and  an  emergency  angiogram 
showed  an  occluded  ICA.  The  patient  was  taken 
immediately  back  to  surgery  and  thromboembolectomy 
was  performed.  Intraoperative  angiogram  after  the 
thromboembolectomy  documented  a patent  ICA. 
Postoperatively  he  had  a remarkable  improvement  of  his 
speech  difficulty.  This  patient  exemplifies  the  absolute 
need  for  close  neurologic  monitoring.  The  other  15 
procedures  went  without  any  neurologic  complication 
whatsoever. 

During  the  2 years  follow  up  period  of  these  patients, 
of  one  them  presented  with  recurrent  TIA’s  ipsilateral  to 
the  previous  endarterectomy  site.  Re-evaluation  with 
carotid  angiography  showed  a completely  patent  carotid 
artery  without  signs  of  recurrent  stenosis  or  ulceration. 

TABLE  6 


ENDARTERECTOMY  SERIES 
Mortality  & Morbility 


No. 

% 

Death 

0 

0.0 

Severe  Hypertension 

2 

11.1 

Post  Operative  ICA  Occlusion 

1 

5.6 

STA-MCA  Bypass 

Thirteen  completed  bypass  procedures  were  performed. 
One  patient  not  included  in  this  series  underwent  an 
incomplete  bypass.  This  patient  presented  with  a left 
hemisphere  mild  completed  stroke.  Work  up  angiogram 
showed  a 90%  stenosis  of  the  left  ICA  and  80%  stenosis  of 
the  right  ICA.  both  of  them  intracranially.  During  the 
bypass  surgery  we  found  no  suitable  cortical  vessel  to 
allow  a microanastomosis  to  be  performed.  The  STA  was 
anchored  in  the  subarachnoid  space  to  produce  the 
development  of  collaterals  (angiosynangiosis).  Unfor- 
tunately his  stenosis  progressed  to  total  occlusion  several 
days  after  surgery  enlarging  his  previous  cerebral 
infarction.  This  patient  also  occluded  his  right  popliteal 
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artery  requiring  a later  amputation.  This  man  represents 
the  challenge  imposed  in  the  treatment  of  atherosclerotic 
occlusive  disease. 

In  this  series  we  also  had  the  only  death  related  to  the 
surgical  treatment  of  ischemic  cerebral  disease  (see  Table 
7).  This  was  a 54  years  old  hypertensive  male,  who  was 


TABLE  7 


BYPASS  SERIES 

Mortality  & Morbility 

No. 

% 

Death 

1 

7.7 

Others 

0 

0.0 

totally  incapacitated  with  multiple  episodes  of  TIA’s  a 
day.  These  TIA’s  consisted  of  aphasia  and  right  hemi- 
paresis;  even  during  the  neurologic  examination  he  had 
three  episodes  of  minute  long  TIA’s.  These  episodes 
occured  in  spite  of  the  use  of  antiplatelet  agents  and 
Coumadin.  A cerebral  CT  Scan  Showed  an  old  right 
hemisphere  infarction  and  cerebral  angiography  showed 
total  occlusion  of  both  ICA’s.  A left  STA-MCA  bypass 
was  performed.  After  being  stable  for  several  hours  after 
surgery  he  developed  a neurological  down  hill  course  that 
resulted  in  his  death.  His  bypass  was  explored  after  his 
initial  deterioration  and  the  brain  was  found  to  be 
infarcted  in  spite  of  a patent  is  that  he  suffered  the 
infarction  during  temporary  clamping  of  the  MCA  at  the 
anastomosis  time.  Of  the  13  completed  bypass  procedures, 
12  had  postoperative  arteriography.  Eleven  showed  a 
patent  bypass  for  91.6%  (see  table  8). 


TABLE  8 


PATENCY  OF  BYPASS  SERIES 


Bypass  with  Post  Operative  Angiogram  (12) 

No.  % 

Patent  11  91.6 

Occluded  1 8.4 


Discussion 

Cerebral  ischemia  causing  stroke  is  the  third  leading 
cause  of  death  in  the  U.S.  and  Puerto  Rico.  Mortality  is  in 
the  high  15%  within  the  immediate  30  days  period 
following  stroke.^  About  25-50%  of  survivors  of  a first 
stroke  will  have  another  stroke.’  Considering  these 
alarming  facts,  prompt  diagnosis  and  institution  of  rational 
therapy  is  essential.  Our  efforts  must  be  directed  toward 
decreasing  the  disabling  effects  of  this  disease.  The 
involvement  of  the  carotid  arteries  by  this  disease  is  second 
only  to  the  coronary  arteries.  The  manifestations  in  the 


form  of  ulcers,  stenosis  and  total  occlusion  can  be 
diagnosised  before  total  non  reversible  damage  to  the  brain 
occurs.  Once  the  pathologic  process  is  identified,  a 
rational  treatment  should  be  implemented.  Medical 
treatment  with  antiplatelet  agents  have  shown  to  be  of 
certain  value.  However,  there  has  been  some  major 
studies  in  which  aspirin  produced  no  protection  against  a 
future  cerebral  infarction.'^  ” '*  There  is  no  question  in 
our  minds  that  controlling  medical  conditions  that 
accelerate  the  atherosclerotic  process  is  essential  (hyper- 
tension, diabetes,  smoking,  hypercholesterincmia,  etc.). 
However,  only  surgery  is  able  to  deal  directly  with  the 
focal  mechanical  pathophysiologic  process.  Surgery 
either  removes  the  ulcerated  or  blocking  plaque,  or 
bypasses  the  total  obstruction.  This  represents  the 
rationale  for  the  surgical  treatment  of  cerebral  ischemia. 

The  major  purpose  of  thiscommunication  is  two-fold. 
First  we  want  to  point  out  that  in  Puerto  Rico  there  are  a 
considerable  number  of  patients  with  signs  and  symptoms 
of  cerebral  ischemia  related  to  surgical  accesible  lesions. 
Second;  that  surgical  procedures  for  the  treatment  of 
cerebral  ischemia  can  be  performed  in  our  institutions 
with  minimal  morbidity  and  mortality.  Although  we  are 
not  aware  of  any  major  study  specifically  designed  to 
evaluate  the  incidence  and  prevalence  of  cerebro  vascular 
accidents  in  our  general  population,  the  inferred 
information  from  the  studies  of  Costas,  Garcia  Palmieri, 
et  al.^'  suggest  that  the  incidence  of  ischemic  stoke  should 
be  less  than  in  U.S..  The  “Estadísticas  Vitales  de  Puerto 
Rico”'  shows  stroke  as  the  third  major  leading  cause  of 
death  in  Puerto  Rico.  We  think  that  the  responsibility  of 
identifying  the  etiology  of  cerebral  ischemic  process 
belongs  to  the  primary  physician  and  especially  to  the 
consulting  neurologist.  Not  everybody  should  have  an 
angiogram,  but  certain  patients  with  TIA’s,  RIND’s,  or 
mild  completed  stroke  without  extreme  age  or  major 
crippling  medical  conditions  should  be  considered 
candidates  for  it.  Only  in  this  way  will  we  be  able  to 
identify  the  patients  in  a very  high  risk  of  suffering  an 
incapacitating  stroke  that  can  be  helped  with  a surgical 
procedure. 

The  prognosis  of  a patient  with  TIA’s  must  be  kept  in 
perspective.  Studies  have  shown  that  once  a patient 
develops  a TIA  the  risk  of  having  a complete  stroke  is  up 
to  62.3%  if  followed  for  five  years,  half  of  them  occuring 
in  the  first  year."  the  prognosis  after  a 

RIND  is  the  same  as  a TIA.  Any  procedure  designed  to 
treat  this  condition  should  significantly  improve  the 
prognosis  of  these  patients. 

From  the  Framingham  CVA  Study  we  learned  that 
acute  ischemic  stroke  involves  a 15%  mortality  rate.^  In 
our  combined  series  we  lost  one  patient  in  31  procedures 
for  a 3.2%  mortality  rate.  In  regard  to  the  incidence  of 
permanent  neurological  complications  we  had  two  mild 
postoperative  deficits,  for  a total  6.4%  rate.  We  are 
certain  that  with  better  immediate  postoperative  blood 
pressure  control  and  larger  series  of  patients  our  results 
will  be  even  more  stimulating.  During  the  short  period  of 
follow  up,  3-24  months,  there  was  one  episode  of 
recurrent  ischemia.  Work  up  of  this  patient  showed  no 
signs  of  recurrent  lesion.  These  results  are  consistent  with 
an  improvement  of  the  natural  course  of  this  disease. 
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Conclusion 

We  have  reported  a very  small  and  modest  series  of 
patients  suffering  from  ischemic  cerebro-vascular  disease; 
all  of  them  treated  by  a surgical  procedure.  However  it 
shows  in  the  first  place  that  this  condition  is  prevalent  in 
our  community  and  second  that  the  surgical  results 
compares  favorably  with  those  reported  in  the  literature. 
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What  can  you  do  for 
hypertensives  like  these? 


CNS 


On  cimetidine 


Childhood 

asthmatic 


problems 


Heavy 

smoker 


Diabetic 


Rely  on  one-tablet-a-day 


Laura  K is 
depressed ...  she 
sleeps  badly  and 
sometimes  has  bad 
dreams.  Forgetful. 
BP  up  despite 
medication. 


Little  or  no  depres- 
sion, hallucinations, 
or  sleep  disturb- 
ances such  as 
insomnia  or  night- 
mares have  been 
reported  with 
TENORMIN® 
(atenolol). 


for  these  and  virtually 


Paul  H smokes  two 
packs  a day.  Annual 
physical  uncovered 
diastolic  of  102 
mmhig.  Rigid  habits 
. . . will  have  difficulty 
with  a complicated 
regimen. 

Propranolol  may 
produce  bronchial 
hyperactivity  in 
patients  with  no  his- 
tory of  asthma.’ 
Smoking  has  been 
implicated— espe- 
cially in  males.^ 
Cardioselective 
TENORMIN  exerts 
a preferential  effect 
on  cardiac  ( /S,) 
receptors  rather 
than  on  bronchial 
or  peripheral  (/Jj) 
receptors.  This 
preference  is  not 
absolute. 


His  BP  is  down  from 
172/110  mmHg  to 
normotensive 
range.  But  Manuel  G 
blames  his  medica- 
tion for  his  impotence. 
Only  0.4%  of 
patients  in  the 
28-day  TENORMIN 
evaluation  program 
reported  sexual  per- 
formance problems.® 


At  73,  Mary  B is  on 
daily  insulin.  Her 
diastolic  is  up 
10  mmHg  since  last 
visit.  Misses 
appointments. 
Although  beta 
blockers  may  mask 
tachycardia  occur- 
ring with  hypoglyce- 
mia, TENORMIN 
may  be  tried  with 
caution  in  patients 
with  diabetes  mel- 
litus,  like  Mary  B, 
who  require  beta 
blocker  therapy.  It 
does  not  augment 
insulin-induced 
hypoglycemia  and 
does  not  delay 
recovery  of  blood 
glucose  levels  to  the 
same  degree  as 
propranolol.'’ 


Janet M had 
asthma  as  a child 
but  hasn't  wheezed 
in  40  years.  “Can't 
believe"  she's 
hypertensive.  Busy , 
schedule  demands 
simple  regimen. 
Unlike  propranolol, 
cardioselective 
TENORMIN  can 
reduce  the  likelihoo' 
of  bronchospasm  in 
susceptible 
patients.®’® 


® 1983  ICI  AMERICAS  INC. 


dosage  and  cardioselectivity 


all  your  hypertensives. 

m méí  M ■ 


eal  life”  efficacy 

These  patients  represent  39,745  hypertensives  of  all  types 
treated  effectively  in  the  28-day  TENORMIN  evaluation.  The 
setting  for  the  evaluation  was  real  life— the  daily  practices  of 
9,500  U.S.  physicians.® 


Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy  and 
safety  of  TENORMIN  had  already  been  established  worldwide 
by  hundreds  of  published  clinical  studies  and  more  than 
2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data  were  ana- 
lyzed for  variables  such  as  sex,  age,  race,  and  weight,  a large 
majority  of  patients  in  each  group  achieved  satisfactory  blood 
pressure  control.® 

Of  all  controlled  cases,  an  impressive  95%  reported  feeling 
well,  an  important  consideration  in  hypertension  management.® 


A simple  regimen  for  compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects®  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
1 5%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.'® 


* Cardioselectivity  denotes  a relative  preference  for 
receptors,  located  chiefly  in  cardiac  tissue.  This 
preference  is  not  absolute. 
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See  following  page  for  brief  summary  of  prescribing  information. 


STUART  PHARMACEUTICALS 


(atenolol) 

Therapy 

for  virtually  every 
hypertensive 
patient  in  your 
practice. 


TENORMIN"  (atenolol) 


A beta, -selective  blocking  agent  tor  hypertension 


DESCRIPTION:  TENORMIN'  (atenolol),  a synthetic.  betai-selective  (cardioseleclive) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide. 
4-(2'-hydroxy-3'-[(1  -methylethyl)  amino]  propoxy]-  Atenolol  (tree  base)  has  a molecular  weight  ot 
266  It  IS  a relatively  polar  hydrophilic  compound  with  a water  solubility  ol  26-5  mg/ml  at  37  C and 
a log  partition  coetticient  (octanol  / water)  ot  0 23  It  is  treely  soluble  in  1 N HCI  (300  mg  / ml  at  25  ° C) 
and  less  soluble  in  chlorotorm  (3  mg /ml  at  25  "C) 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  ot  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  tirst  degree,  cardiogenic  shock,  and  overt  cardiac  tailure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
tunction  in  congestive  heart  tailure,  and  beta  blockade  carries  the  potential  hazard  ot  turther 
depressing  myocardial  contractility  and  precipitating  more  severe  tailure  In  hypertensive  patients 
who  have  congestive  heart  tailure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  ot  the  myocardium  with 
beta-blocking  agents  over  a period  ol  time  can.  in  some  cases,  lead  to  cardiac  tailure.  At  the  lirst 
sign  or  symptom  ol  impending  cardiac  tailure,  patients  should  be  lully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  It  cardiac  tailure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  ot  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  ot  angina  pectoris  and.  in  some  cases, 
myocardial  intarction  have  been  reported  Theretore.  such  patients  should  be  cautioned  against 
interruption  ot  therapy  without  the  physician's  advice.  Even  in  the  absence  ot  overt  angina  pectoris, 
when  discontinuation  ot  TENORMIN  is  planned,  the  patient  should  be  caretully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  it  with- 
drawal symptoms  occur 

Bronchospastic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta, -stimulating  agent  (bronchodllator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  anci  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene, 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg.  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  lone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V ). 

Diabetes  and  Hypogiycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  it  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  ol  beta  blockade  might  precipitate  a thyroid  storm,  theretore, 
patients  suspected  ot  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  (jatecholamine-depleting  drugs  (eg.  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 

Should  it  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine 

Carcinogenesis,  Mutagenesis,  Impairment  ot  Fertiiity:  Two  long-term  (maximum  dosing  dura- 
tion ot  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg/kg/day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  ot  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg/kg/day  or  1 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  ot  vacuo- 
lation  of  epithelial  cells  of  Brunner's  glands  in  the  duodenum  ot  both  male  and  female  dogs  at  all 
tested  dose  levels  ot  atenolol  (starting  at  15  mg/kg/day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  ot  atrial  degeneration  ot  hearts  of  male  rats  at  300  mg  but 


not  150  mg  atenolol /kg /day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively). 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo/tetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg/kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg/  kg  or  1 2.5  times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies).  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
is  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S.  studies  (volunteered  side  effects)  and  then  from  both  U.S  and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (0%-0  5%).  postural  hypotension 
(2%-l%).  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (4%-l%).  vertigo  (2%-0.5%). 
light-headedness  (1%-0%),  tiredness  (0  6%-0  5%),  fatigue  (3%-1%),  lethargy  (1%-0%),  drowsi- 
ness (0  6%-0%).  depression  (0  6%-0  5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS):  wheeziness  (0%-0%),  dyspnea  (0  6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (12%-5%),  postural  hypotension 
(4%-5%),  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULuAR:  dizziness  (13%-6%),  vertigo  (2%-0.2%), 
light-headedness  (3%-0  7%),  tiredness  (26%-13%),  fatigue  (6%-5%),  lethargy  {3%-0  7%), 
drowsiness  (2%-0  5%).  depression  (12%-9%),  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%).  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS)  wheeziness  (3%-3%),  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  othenn/ise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  ot  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress. 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances, hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia,  Peyronie's  disease,  erythematous  rash.  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  ot  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm.  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
tully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis.  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  it  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker. 
Congestive  Heart  Faiiure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis, 

Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  ot  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  It  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  turther  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyldopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  ot  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  tails  below  35  ml /min  1 73  m' (normal  range  is  100-150  ml/min/1  73  m').  theretore.  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Halt-life 

(ml 'min /I  73  m')  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis:  this  should  be  done  under 
hospital  supervision  as  marked  tails  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  ot  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  ih 
monthly  calendar  packages  ol  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  1 00  tab- 
lets. Tablets  of  1 00  mg  TENORMIN  (atenolol),  round,  flat,  uncoated,  while  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  ot  1 00 
tablets  and  unit-dose  packages  ot  1 00  tablets 

Protect  from  heal,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 
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Resumen;  La  hepatitis  tipo  B es  una  enfermedad  infec- 
ciosa que  produce  una  serie  de  marcadores  serológicos  com- 
plejos que  al  interpretarse  correctamente  pueden  ofrecer 
mucha  información  sobre  ia  etapa  de  la  infección,  el  grado  de 
la  infectividad  y el  estado  inmunológico  del  paciente.  Se  ha 
encontrado  que  la  presencia  de  HBsAg  en  el  suero  es  indicio 
de  la  presencia  de  una  infección  por  el  virus  de  hepatitis  tipo 
B.  Pruebas  para  detectar  la  presencia  de  HBsAg  y de  anti- 
HBe  pueden  ofrecer  información  sobre  la  etapa  de  la  infec- 
ción y el  grado  de  infectividad  de  un  paciente  positivo  para 
HBsAg.  A un  paciente  negativo  para  HBsAg  se  le  puede 
detectar  una  infección  previa  si  es  positivo  para  anti-HBc.  La 
inmunidad  y la  convalescencia  de  una  infección  por  un  virus 
de  hepatitis  tipo  B se  puede  demostrar  encontrando  anti-HBs 
en  el  suero. 

Podemos  observar  que  el  uso  de  estas  nuevas  pruebas 
sensitivas  y especificas  para  cada  antígeno  y anticuerpo  rela- 
cionado con  el  virus  tipo  B puede  ofrecernos  información 
valiosa  para  ser  usada  en  la  evaluación  y manejo  de  pacientes 
con  esta  enfermedad. 


La  diversidad  de  marcadores  serológicos  asociados  al 
virus  de  la  hepatitis  B hacen  que  la  interpretación  de 
estos  marcadores  sea  compleja.  Estos  marcadores,  correc- 
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tamente  analizados,  nos  proveen  datos  sobre  el  estado  de 
la  infección  y el  grado  de  infectividad  e inmunidad  del 
paciente. 

Antígenos  del  Virus  de  Hepatitis  B 

El  virus  de  la  hepatitis  B (HBV)  pertenece  a la  familia 
de  los  hepadnavirus  junto  a otros  tres  viruses  que  han  sido 
caracterizados."  " **  ” El  HBV  o partícula  de  Dane  es  un 
virus  de  DNA  que  se  caracteriza  por  éste  ser  de  hebra 
doble  y circular.  Esta  partícula  consiste  de  una  capa 
externa  compuesta  de  proteína,  lípidos  y polisacáridos  (N) 
y ha  sido  conocida  como  el  antígeno  de  superficie  del  virus 
de  la  hepatitis  B (HBsAg).  El  HBsAg  representa  una  partí- 
cula subviral  no  infecciosa  que  es  antigénicamente  com- 
pleja ya  que  posee  varios  determinantes  antigénicos;  entre 
ellos,  el  determinante  grupo  específico  (a)  que  es  compar- 
tido por  todas  las  preparaciones  de  HBsAg,  y por  lo  menos 
otros  dos  subtipos  o subdeterminantes  antigénicos  (d,w, 
e,y,r).^  La  identificación  de  estos  subtipos  del  antí- 
geno de  superficie  del  virus  de  la  hepatitis  B es  de  valor 
epidemiológico.  El  HBsAg  puede  detectarse  en  el  suero  del 
paciente  durante  infecciones  agudas  y crónicas  ya  que 
circula  como  pai  íe  del  virus  completo  y como  una  fracción 
de  éste.  También  se  ha  detectado  en  las  secreciones  de 
cuerpos  tales  como:  semen,  saliva,  excreta,  leche  materna, 
secreciones  vaginales  y orina.* 

Otro  de  los  constituyentes  de  la  partícula  de  Dane  es  la 
corteza  interna  conocida  como  el  antígeno  de  la  corteza  de 
la  hepatitis  B (HBcAg).  Este  antígeno  no  se  encuentra  libre 
en  el  suero,  aunque  ha  sido  localizado  utilizando  inmuno- 
fluorescencia  y el  microscopio  electrónico  en  el  núcleo  de 
los  hepatocitos  infectados  por  HBV.  El  HBcAg  puede  ser 
extraído  de  la  partícula  de  Dane  intacta  por  métodos  de 
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purificación  y consiste  de  un  polipéptido  mayor  y posible- 
mente varios  péptidos  menores.'® 

El  tercer  antígeno  relacionado  con  el  virus  de  la  hepati- 
tis B es  el  antígeno  HBeAg.  Es  una  proteína  soluble  consi- 
derada como  un  subcomponente  o un  producto  de  la 
degradación  del  HBcAg.’  Se  encuentra  presente  sólo  en 
sueros  positivos  para  HBsAg.  Puede  haber  varios  determi- 
nantes antigénicos  del  antígeno  e.  Este  antígeno  circula 
como  un  material  no  particulado,  y consiste  de  uno  o más 
polipéptidos  de  peso  molecular  bajo.'®  Su  presencia  en 
sueros  positivos  para  el  HBsAg  está  asociado  a títulos 
altos  del  virus  y de  los  marcadores  serológicos  del  virus  de 
la  hepatitis  B.  El  virus  de  la  hepatitis  B contiene  una 
enzima  endógena  conocida  como  la  polimerasa  de  E)NA. 
La  detección  de  esta  enzima  durante  la  etapa  aguda  de  la 
enfermedad  ha  sido  correlacionada  con  el  grado  de  repli- 
cación  viral,  y por  ende,  la  infectividad  del  paciente. 


Correlación  Serológica  con  Estadio  de  la  Infección 

Cada  uno  de  los  tres  antígenos  (HBsAg,  HBcAg  y 
HBeAg)  estimula  la  formación  de  anticuerpos  específicos. 
La  correlación  entre  los  antígenos  y los  anticuerpos  pre- 
sentes en  el  suero  del  paciente  ha  sido  utilizada  para  tratar 
de  establecer  la  fase  de  la  enfermedad  y el  grado  de  infec- 
ción del  paciente. 

Durante  una  infección  aguda  y sintomática,  el  primer 
marcador  serológico  que  aparece  es  el  HBsAg.  Este  antí- 
geno se  puede  detectar  tarde  en  el  período  de  incubación,  2 
a 5 semanas  antes  del  comienzo  de  los  síntomas.  Los 
títulos  de  HBsAg  llegan  a un  máximo  poco  tiempo  des- 
pués del  comienzo  del  cuadro  clínico,  y en  el  caso  usual  de 
hepatitis  tipo  B no  complicada,  el  HBsAg  persiste  positivo 
por  un  espacio  de  1 a 5 meses.  Los  títulos  comienzan  a 
disminuir  una  vez  mejora  o resuelve  la  enfermedad  clínica. 
Los  anticuerpos  contra  el  antígeno  de  superficie  del  virus 
de  la  hepatitis  B (Anti-HBs)  son  detectados  en  el  suero  del 
paciente  durante  el  período  de  convalescencia,  existiendo 
en  ocasiones  un  período  “abierto”  donde  el  HBsAg  ya  no 
se  detecta  en  el  suero  del  paciente  y el  anti-HBs  aún  no  ha 
aparecido.  Una  vez  aparece  el  anti-HBs  sabemos  que  el 
paciente  está  en  etapa  de  recuperación  e immunidad  con- 
tra HBV.’ 

El  HBcAG  no  circula  libre  en  la  sangre,  ya  que  se 
encuentra  dentro  de  la  partícula  de  Dane.  Su  anticuerpo 
(anti-HBc)  sí  es  fácilmente  detectado  en  el  suero.  Este 
anticuerpo  aparece  temprano,  y frecuentemente  marca  el 
comienzo  del  cuadro  clínico  de  hepatitis.  El  anti-HBc  se 
considera  un  excelente  marcador  serológico  del  HBv,  ya 
que  usualmente  logra  títulos  significativamente  altos. 
Títulos  altos  de  anti-HBc  es  indicativo  de  síntesis  viral  en 
el  hepatocito.'"  Más  aún,  durante  el  período  “abierto  , 
este  anticuerpo  (anti-HBc)  puede  ser  la  única  evidencia 
serológica  de  infección.  Inicialmente  se  produce  anti-HBc 
del  tipo  IgM  e IgG.  IgM  permanece  elevado  mientras  el 
virus  continue  replicándose  y luego  disminuye  desapare- 
ciendo a los  6-12  meses  después  de  su  aparición  ini- 
cial." ® ® ’ El  IgG,  sin  embargo,  puede  persistir  en  el  suero 
hasta  10  años.  Este  anticuerpo  (anti-HBc)  es  de  gran  ayuda 
en  estudios  epidemiológicos,  ya  que  documenta  infeccio- 
nes activas  o pasadas  por  el  HBV. 


El  HBeAg  puede  ser  detectado  en  el  suero  poco  tiempo 
después  de  aparecer  el  HBsAg,  y si  aparece,  dura  aproxi- 
madamente de  3 a 6 semanas.  Su  presencia  correlaciona 
con  niveles  altos  de  virus,  actividad  de  la  polimerasa  de 
DN  A y con  el  número  de  partículas  de  Dane  intactas.  Por 
lo  tanto,  correlaciona  con  el  grado  de  infectividad  del 
suero.  Se  observa,  sin  embargo,  que  no  correlaciona  bien 
con  el  grado  de  actividad  de  la  enfermedad  y no  es  indica- 
dor confiable  de  la  severidad  y duración  de  la  hepatitis.'® 
En  los  casos  usuales,  el  HBeAg  desaparece  con  el 
comienzo  clínico  y bioquímico  de  la  hepatitis  tipo  B y con 
su  desaparición  disminuye  el  grado  de  infectividad  del 
paciente.  Los  títulos  de  anti-HBE  comienzan  a elevarse 
cuando  desaparecen  los  de  HBeAg.  Esta  seroconversiónes 
un  signo  de  buen  prognostico,  ya  que  sugiere  el  comienzo 
de  la  resolución  de  la  enfermedad.  Si  no  ocurre  esta  sero- 
conversión  podemos  pensar  que  se  va  a desarrollar  un 
estado  de  portador  crónico  de  HBsAg,  con  o sin  enferme- 
dad crónica. 


Infección  Subclínica  con  el  Virus 
de  la  Hepatitis  B 

Si  analizamos  los  pacientes  serológicamente,  se  ob- 
serva que  alrededor  de  un  50%  de  las  personas  que  se 
infectan  con  el  virus  de  la  hepatitis  tipo  B no  tienen  una 
enfermedad  clínica.  En  estos  pacientes  el  HBsAg  aparece 
en  títulos  bajos  y su  duración  es  breve,  usualmente  menos 
de  dos  semanas.  El  paciente  puede  presentar  una  elevación 
no  muy  marcada  de  las  transaminasas  seguido  casi  inme- 
diatamente por  la  aparición  en  suero  de  anti-HBs.  Lo 
característico  en  estos  pacientes  son  títulos  altos  de  anti- 
HBs  y cuando  están  presentes  se  detectan  el  anti-HBc  y el 
anti-HBe  en  títulos  bajos. 

Estado  de  Portador  Crónico  de  HBsAg 

Como  un  10%  de  Ibs  adultos  que  se  infectan  con  el  virus 
de  hepatitis  tipo  B desarrollan  un  estado  de  portador 
crónico  de  HBsAg.®- '®  En  estos  pacientes,  a diferencia  del 
paciente  común,  los  títulos  de  HBsAg  persisten  por  años  y 
en  casos  aislados,  hasta  de  por  vida.  No  se  observa  la 
aparición  de  anti-HBs  en  estos  pacientes.  Sin  embargo,  el 
anti-HBc  aparece,  alcanzando  títulos  bien  elevados.  El 
anti-HBc  va  a consistir  de  anticuerpos  tipo  IgG  e IgM. 
Específicamente,  los  títulos  elevados  de  IgM  sugieren  una 
infección  persistente  por  hepatitis  tipo  B.® 

El  HBeAg  aparece  junto  con  el  HBsAg  en  la  mayoría 
de  los  casos,  alcanzan  títulos  altos',  y persisten  positivo  de  1 
a 10  años  en  los  pacientes  que  son  portadores  crónicos. 
Una  vez  desaparece  el  HBeAg,  aparece  el  anti-HBe,  que  es 
un  índice  de  inactividad  de  la  enfermedad.® 

Interpretación  de  los  Indicadores  Serológicos 

Existen  cinco  patrones  de  presentación  serológica  en 
las  personas  infectadas  con  el  virus  de  la  hepatitis  tipo  B. 
(Véa  Tabla  1).  Cuando  se  interpretan  adecuadamente, 
ayudan  a determinar  el  estado  de  actividad  de  la 
enfermedad. 
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TABLA  I 


CORRELACION  CLINICA  DE  LOS  MARCADORES  SEROLOGICOS 
DEL  VIRUS  DE  LA  HEPATITIS  B* 


Marcadores  Serológicos 


Patrón 

HBsAg 

Anti-HBs 

Anti-HBc 

Correlación  Clínica 

1 

+ 

- 

- 

Enfermedad  aguda-temprano  (antes  del 
comienzo  de  los  síntomas) 

2 

- 

-b 

a.  hepatitis  B aguda  o 

b.  portador  crónico  de  HBsAg 

3 

— 

-b 

-b 

Recuperación  de  la  infección  de  HBV 

4 

— 

-b 

— 

a.  tarde,  luego  de  la  infección  por  el  virus 
de  hepatitis  B (convalescencia) 

b.  vacuna  con  el  virus  hepatitis  B 

5 

-1-  + 

a.  tarde,  después  infección  HBV  (títulos 
bajos  de  anticuerpo  IgG) 

b.  innmediatamente  luego  de  recupera- 
ción de  la  infección  con  HBV  (títulos 
altos  IgM) 

c.  el  HBsAg  puede  estar  presente  en  niveles 
tan  bajos  que  no  son  detectados  con  las 
pruebas  de  laboratorio  (anti-HBc  consiste 
de  IgG  e IgM) 

Cualquiera  de  estos  cinco  patrones  descritos  pueden  resultar  de  la  transferencia  pasiva  de  los  marcadores,  como  por 
ejemplo,  transfusiones  de  sangre  e inyección  de  inmunoglobulina  de  hepatitis  B (HBIG). 


La  tabla  ha  sido  adaptada  de  Hoofnagle  J.  ® 


El  patrón  uno  define  un  paciente  con  el  HBsAg  posi- 
tivo y anti-HBs  y anti-HBe  negativos.  Estos  pacientes  se 
encuentran  en  la  etapa  aguda,  pre-sintomática  de  hepatitis 
B.  Si  en  cambio,  tenemos  un  paciente  con  HBsAg  y el 
HBcAg  positivo  y un  anti-HBs  negativo,  estamos  ante  el 
patrón  2,  donde  el  paciente  se  encuentra  en  la  etapa  aguda 
de  hepatitis  B o en  el  estado  de  portador  crónico.  Serológi- 
camente  no  podemos  distinguirlos  y es  sólamente  cuando 
el  HBsAg  persiste  por  seis  meses  o más  que  podemos  decir 
que  es  un  portador  crónico. 

La  presencia  de  anti-HBs  y anti-HBc  en  suero  con  un 
HBsAg  negativo  nos  trae  a considerar  el  patrón  tres.  Estas 
son  personas  que  convalescen  de  la  hepatitis  B y que  están 
inmunes. 

El  patrón  cuatro  se  caracteriza  por  tener  el  anti-HBs 
positivo  y el  HBsAg  y anti-HBc  negativo.  Bajo  este  patrón 
caen  dos  tipos  de  pacientes  a considerar;  paciente  que  ha 
tenido  infección  con  el  virus  de  la  hepatitis  B en  el  pasado 
(infección  subclínica)  o paciente  que  ha  sido  inmunizado 
por  vacunación. 

Finalmente  pacientes  con  el  patrón  cinco  tienen  serolo- 
gía  positiva  para  el  anti-HBc  mientras  que  son  negativos 
para  HBsAg  y anti-HBs.  La  interpretación  de  este  quinto 
patrón  va  a depender  de  los  títulos  de  anti-HBc  y las 
subclases  de  anticuerpos  presentes  (IGM  o IgG).  El  primer 


subgrupo  consiste  de  pacientes  que  tuvieron  hepatitis  B en 
el  pasado,  perdieron  la  reactividad  a anti-HBs  y los  títulos 
de  antí-HBc  consisten  mayormente  de  anticuerpos  tipo 
IgG  en  títulos  bajos.  El  segundo  subgrupo  a considerar 
con  este  patrón  incluye  pacientes  con  la  enfermedad 
reciente  y se  encuentran  en  el  período  “abierto”.  En  estos 
pacientes  el  anti-HBc  consiste  mayormente  de  anticuerpos 
IgM  y debe  estar  presente  en  títulos  altos.  El  tercer  sub- 
grupo consiste  de  pacientes  crónicamente  infectados  con 
hepatitis  B y que  producen  títulos  de  HBsAg  tan  bajos  que 
no  se  detectan  serológicamente.  En  estos  pacientes  el  anti- 
HBc  está  presente  en  titulos  altos  y puede  consistir  en  parte 
de  IgM. 

Cualquiera  de  estos  cinco  patrones  pueden  resultar  de 
transferencia  pasiva,  sea  por  transfusiones  de  sangre, 
inyecciones  con  globulina  o en  el  recién  nacido. 

Detección  de  HBeAg  y Anti-HBe 

Recientemente  hay  disponible  en  el  mercado  radioin- 
muno  ensayos  para  la  detección  de  HBeAg  y anti-HBe,  lo 
cual  es  de  ayuda  sólo  en  pacientes  que  son  HBsAg  positivo. 

En  hepatitis  aguda,  la  pre.sencia  de  HBeAgcorrelaciona 
con  enfermedad  temprana  y activa.  La  presencia  de  anti- 
HBe  sugiere  que  la  enfermedad  comienza  a resolver. 
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Indicadores  Serológicos  en  Infección... 


Los  pacientes  con  hepatitis  crónica  y HBsAg  positivo 
pueden  presentar  los  siguientes  hallazgos: 

1.  HBsAg  y HBeAg  positivo 

Estos  pacientes  son  portadores  crónicos  del  virus  por 
menos  de  10  años,  usualmente  jóvenes  con  algún  grado  de 
hepatitis  crónica.'' 

2.  HBsAg  y anti-HBe  positivo 

Estos  pacientes  son  portadores  crónicos  del  virus  por 
muchos  años  usualmente  de  mayor  edad  y sin  ninguna 
actividad  de  hepatitis  crónica. '' 

Todos  los  portadores  HBsAg  positivo  'On  considera- 
dos potencialmente  infecciosos,  pero  el  grado  de  infectivi- 
dad  varía  ampliamente.  La  presencia  de  HBeAg  correla- 
ciona con  un  alto  nivel  de  infectividad,  mientras  que  la 
presencia  de  anti-HBe  correlaciona  con  niveles  bajos  de 
infectividad.  Por  ejemplo,  madres  portadoras  crónicas  de 
HBsAg  que  son  positivas  para  HBeAg  transmiten  regular- 
mente la  hepatitis  B a sus  recién  nacidos,  mientras  que  las 
madres  que  son  anti-HBe  positivas  rara  vez  transmiten  la 
infección.^, 

La  asociación  de  HBeAg  con  infectividad  también  es 
evidenciado  por  análisis  serológico.  Se  observa  que  porta- 
dores de  HBsAg  con  HBeAg  positivo  tienen  niveles  altos  de 
HBsAg,  actividad  de  la  polimerasa  de  DNA  presente  y 
partículas  de  Dane  intactas  en  el  suero. Sin  emargo,  los 
portadores  con  anti-HBe  usualmente  tienen  títulos  de 
HBsAg  bajos  o moderados,  no  se  detecta  actividad  de  la 
polimerasa  de  DNA  y poseen  poca  o ninguna  partícula  de 
Dane. 

Conclusión 

Debido  al  avance  en  la  teconologia,  hoy  tenemos  dispo- 
nible una  serie  de  pruebas  sensitivas  y específicas  para  la 
detección  de  antígenos  del  virus  de  la  hepatitis  B.  El  uso 
apropiado  de  estas  pruebas  pueden  brindar  información 
valiosa  sobre  la  infectividad,  etapa  de  la  enfermedad  y 
estado  inmunológico  del  paciente. 

Summary:  Type  B hepatitis  is  an  infectious  disease  uhich 

produces  a series  of  complex  serologic  markers  that  when 
properly  interpreted,  can  reveal  much  about  the  stage  of 
infection,  degree  of  infectivity  and  immune  status  of  the 
patient.  It  has  been  found  that  the  presence  of  HBsAg  in  the 
serum  documents  the  presence  of  ongoing  hepatitis  B virus 
infection.  Testing  for  HBeAg  and  anti-HBe  can  give  informa- 
tion as  to  the  stage  of  the  infection  and  the  degree  of  infecti- 
vity of  an  HBsAg  positive  patient.  A patient  who  is  HBsAg 
negative  can  have  a previous  infection  documented  if  he  pos- 
sesses a positive  anti-HBc.  Immunity  and  convalescence 
from  hepatitis  B virus  infection  is  demonstrated  by  finding 
anti-HBs  in  serum. 

Thus,  we  see  that  the  use  of  these  recently  available 
sensitive  and  specific  assays  for  each  of  the  antigens  and 
antibodies  related  to  the  hepatitis  B virus  can  yield  valuable 
information  for  the  proper  evaluation  and  management  of 
patients  with  this  specific  disease. 
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ARTICULOS  ESPECIALES 


Another  Look  at  the  Acquired 
Immunodeficiency  Syndrome 
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The  Acquired  Immunodeficiency  Syndrome  (AIDS) 
continues  to  be  a major  concern  for  both  clinicians 
and  researchers,  essentially  because  the  primary  cause  of 
immunosuppression  remains  unknown. 

As  more  patients  are  diagnosed,  it  has  become  evident 
that  AIDS  comprises  a spectrum  of  clinical  conditions,  as 
listed  in  table  I.  Moreover,  variation  also  exists  in  the 
extent  of  immunological  dysfunction,  as  assessed  by 
laboratory  methods.  Reports  from  the  literature  indicate 
that  the  TH/TS  ratio  can  be  abnormal  in  members  of  risk 

TABLE  I 


CLINICAL  SPECTRUM  OF  THE 
ACQUIRED  IMMUNODEFICIENCY  SYNDROME 


Chronic  lymphadenopathy  syndrome 
Progressive  wasting  syndrome 
Opportunistic  infections 
Nephrotic  syndrome 

Neurological  presentations;  encephalopathy,  focal  brain 
abnormalities,  cranial  or  peripheral  neuropathies 

Autoimmune  phenomena:  immune  thrombocytopenic 
purpura,  autoimmune  hemolytic  anemia 

Neoplastic  diseases:  Kaposi’s  sarcoma,  squamous  cell 
carcinoma  of  tongue  and  rectum,  non-Hodgkin’s 
lymphoma,  Hodgkin’s  disease,  undifferentiated  B 
cell  lymphoma,  Burkitt’s  lymphoma,  diffuse  large 
B cell  lymphoma,  primary  lymphoma  of  the  CNS 
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groups  in  whom  the  diagnosis  of  AIDS  is  not  sustained  by 
clinical  criteria.  In  vitro  lymphocyte  responsiveness  to 
mitogens  and  antigens  does  not  correlate  in  all  cases  with 
skin  tests  in  vivo. 

Such  diversity  of  clinical  presentation  and  immuno- 
logical profile  probably  accounts  in  part  for  the 
inadequacy  to  establish  the  efectiveness  of  treatment 
modalities  which  have  been  tried  on  these  patients.  It  has 
also  been  dificult  to  agree  on  the  point  in  the  disease  at 
which  immunostimulation  may  be  of  benefit. 

With  these  considerations  in  mind  it  seemed  reason- 
able to  consider  as,  an  alternative  to  organize  the  process 
of  evaluation  and  treatment  of  these  cases,  a classification 
with  a therapeutic  scheme  for  this  condition.  Table  II 
contains  the  classification  and  table  HI  the  treatment 
protocol. 

The  classification  is  based  on  the  fact  that  AIDS  may 
present  as  a series  of  conditions,  and  that  at  present  it  is 
not  possible  to  ascertain  the  proportion  of  members  of 
risk  groups  that  will  develop  the  syndrome  nor  the 
percentage  of  patients  progressing  from  one  stage  to  the 
other,  or  even  those  that  will  remain  at  one  stage  for  some 
time  and  have  spontaneous  regressions,  if  such 
phenomenom  exists. 

The  classes  included  consider  alterations  in  the 
immunological  parameters  independently  from  the 
pathological  findings  on  lymph  node  biopsies,  again  due 
to  the  fact  that  there  is  not  an  absolute  correlation 
between  one  and  the  other  in  all  cases.  It  is  important  to 
highlight  that  currently  it  is  not  known  whether  the 
majority  of  these  patients  have  B cell  dysfunction  and  if 
this  affects  the  prognosis. 

No  single  therapeutic  agent  has  been  tried  with 
consistent  clinical  and  immunological  response.  It  is 
worthwhile  to  mention  that  patients  included  in  most 
trials  have  not  been  selected  according  to  any  type  of 
scheme  and  this  complicates  the  interpretation  of  results 
even  more.  Immunostimulation  trials  have  been  conducted 
with  the  following  agents:  cimetidine,  indomethacin, 
isoprinosine,  transfer  factor,  interferon  gamma,  inter- 
leukin H and  thymic  hormones. 
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Another  Look  at  the  Acquired  Immunodeficiency  Syndrome 


TABLE  II 


DISEASE  CATEGORIES  OF  THE  ACQUIRED 

IMMUNODEFICIENCY  SYNDROME^ 

STAGE  0 

STAGE  1 

STAGE  II 

STAGE  III 

(PRE-AIDS) 

Included  in  a risk 
group;  asymptomatic 
(homosexual,  bisexual, 

I.V.  drug  user,  hemo- 
philiac, Haitian,  other) 

Included  in  a risk 
group 

-b 

lymphadenopathy* 

Included  in  a risk 
group 

“T* 

lymphadenopathy  * 

-b 

one  opportunistic 
infection 

Neoplastic  process 
(Kaposi’s  sarcoma  or  any 
other  of  the  associated 
malignancies) 
an  / or 

Several  opportunistic 
infections 
and 

Autoimmune  phenomena 

* Centers  for  Disease  Control  Surveillance  Definition  of  AIDS:  presence  of  reliably  diagnosed  disease  at  least  moderately 
indicative  of  underlying  cellular  immunodeficiency  (Kaposi’s  sarcoma  in  a patient  under  60  years  of  age,  Pneumocystis 
pneumonia,  other  opportunistic  infections);  absence  of  known  causes  of  underlying  immunodeficiency  and  of  any  other 
reduced  resistance  reported  to  be  associated  with  the  disease  (immunosuppressive  therapy,  lymphoreticular  malignancy). 

* Involvement  of  at  least  2 extrainguinal  sites,  at  least  3 months’  duratioa 

Classes:  A - abnormal  Tj^/Tg  ratio  C - abnormal  T and  B cell  function 

B - abnormal  T cell  function  - follicular  hyperplasia  on  lymph  node  biopsy 

N2  - mixed  pattern  on  lymph  node  biopsy 
Nj  - involution  on  lymph  node  biopsy 


TABLE  III 


APPROACH  TO  THE  PATIENT  WITH  AIDS 

BY  DISEASE  CATEGORY 

STAGE 

RECOMMENDATIONS 

0 

Counseling  on  the  precautions  for  the  prevention  of  the  syndrome 

Education  in  terms  of  the  signs  and  symptoms  suggestive  of  AIDS 

Observation 

I 

Counseling  on  the  precautions  for  the  prevention  of  the  syndrome 

Education  in  terms  of  the  signs  and  symptoms  of  AIDS 

Evaluation  by  a physician  (baseline  and  imminological  studies;  lymph  node  biopsy) 

Close  observation;  Immunostimulation  as  indicated  by  immunological  parameters. 

II 

Counseling  on  the  precautions  for  the  prevention  of  the  syndrome 

Evaluation  by  a physician  (baseline,  immunological  and  additional  studies  required  for  the 
investigation  of  the  nature  of  the  infectious  process);  lymph  node  biopsy 

Treatment  of  the  infectious  process* 

Close  observation;  Immunostimulation  as  indicated  by  immunological  parameters. 

III 

Counseling  on  the  precautions  for  the  prevention  of  the  syndrome 

Complete  medical  evaluation  as  stated  on  the  protocol 

Treatment  of  the  neoplastic  process  if  infection  does  not  coexist;  therapy  for  the  infections 
identified.  Weigh  benefit  vs.  risk  before  deciding  on  therapy  for  autoimmune  phenomena. 
Immunostimulation? 

* Antibiotic  prophylaxis  may  be  warranted  depending  on  the  infection. 
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As  indicated  in  table  III,  it  is  our  impression  that 
immunostimulation  will  probably  be  of  help  in  patients 
prior  to  stage  III. 

Hopefully,  further  observations  will  allow  a better 
means  of  defining  patients  along  the  spectrum  of  this 
syndrome  in  terms  of  prognosis  and  of  selecting  thera- 
peutic modalities  on  a firmer  basis. 
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Los  Desordenes  de  Estrés 
Post-Traumáticos  en  los  Veteranos 
de  la  Guerra  de  Vietnam 

Rafael  García-Palmieri,  I’h.D.* 


Resumen:  Miles  de  puertorriqueños  son  veteranos  de  la 

Guerra  de  Vietnam.  Actualmente  cerca  de  40,000  residen 
en  la  Isla.  De  éstos,  muchos  fueron  expuestos  a situaciones 
propensas  a desarrollar  desórdenes  de  estrés  post- 
traumáticos, categoría  diagnóstica  de  los  desórdenes  men- 
tales adoptada  en  el  1980. 

En  este  articulo  se  discuten  las  situaciones  de  estrés 
generales  en  Vietnam  y las  que  afrontaron  los  veteranos  a 
su  regreso.  Se  revisa  la  clasificación  de  los  desórdenes  de 
estrés  post-traumáticos  del  Manual  Diagnóstico  DSM-III 
y el  patrón  de  síntomas  peculiar  en  los  veteranos.  Este  se 
manifiesta  a través  de  síntomas  psicológicos,  alteración 
mayor  en  el  curso  normal  de  vida,  dificultades  con  personas 
allegadas,  y destrucción  de  los  conceptos  del  ser  y de  la 
humanidad. 

Se  discuten  problemas  relativos  al  diagnóstico  y trata- 
miento de  estos  desórdenes  y el  Programa  de  Consejería  de 
Reajuste  que  opera  en  Puerto  Rico  dirigido  a identificar  y 
ayudar  veteranos  con  dificultades  socio-psicológicas. 

Se  estima  que  de  los  más  de  8 millones  de  soldados 
que  sirvieron  en  el  ejército  norteamericano  durante 
la  prolongada  guerra  de  Vietnam,  la  mitad  de  ellos  estu- 
vieron estacionados  por  algún  tiempo  en  alguna  parte  de 
Indochina.'  Igualmente,  de  los  que  pisaron  suelo  vietna- 
mita, cerca  de  800,000  soldados  fueron  asignados  a la 
llamada  zona  de  combate.^  No  obstante,  como  quedó 
demostrado  en  Vietnam  mismo,  en  una  guerra  de  guerri- 
llas no  existen  zonas  o fronteras  y la  exposición  al  peligro 
puede  hallarse  en  todas  partes. 

Por  lo  tanto,  muchos  militares  estuvieron  expuestos  al 
riesgo  de  desarrollar  desórdenes  de  estrés  post-traumáticos,^ 
categoría  diagnóstica  que  aparece  por  primera  vez  en  el 
1980  en  la  tercera  edición  del  Manual  Diagnóstico  y Esta- 
dístico de  los  Desórdenes  Mentales  (DSM-III)  publicado 
por  la  Asociación  Americana  de  Psiquiatría. “ 

Iguales  riesgos  corrieron  las  decenas  de  miles  de  puer- 
torriqueños que  participaron  en  esta  guerra.  Se  sabe  que 
para  el  año  1980  residían  en  Puerto  Rico  39,000  veteranos 
de  la  guerra  de  Vietnam^  pero  se  desconoce  el  número 
total  de  puertorriqueños  que  participaron  en  esta  guerra 
ya  que  una  cantidad  indeterminada  de  éstos  estableció 
residencia  en  los  Estados  Unidos  antes  o después  del 
conflicto.  No  obstante,  a juzgar  por  el  número  de  familias 
que  en  Puerto  Rico  reciben  compensación  por  muerte,  se 
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estima  que  murieron  mucho  más  de  1 millar  de  ellos. 
Igualmente,  al  presente,  en  el  territorio  puertorriqueño 
solamente,  el  total  de  veteranos  de  Vietnam  que  reciben 
compensación  por  incapacidad  parcial  o total  se  apro- 
xima a la  cifra  de  8,000.  De  estos  casos  se  desconoce  en 
cuántos  de  ellos  la  incapacidad  es  de  naturaleza  psiquiá- 
trica o envuelve  una  combinación  de  ésta  con  trastornos 
físicos  o viceversa.  No  obstante,  a juzgar  por  estimados 
recientes  realizados  entre  los  combatientes  de  Vietnam  en 
general,  se  considera  que  las  bajas  psiquiátricas  son  más 
altas  de  las  que  se  sospecharon  originalmente  y que  los 
veteranos  de  Vietnam  que  presentan  problemas  de 
reajuste  fluctúan  entre  un  20  a un  60  porciento.®  Por  lo 
tanto,  es  posible  que  el  número  de  veteranos  de  Vietnam 
residentes  en  Puerto  Rico  que  sufren  de  trastornos  menta- 
les pueda  alcanzar  la  cifra  máxima  de  5,000. 

Aunque  se  han  ido  identificando  muchos  casos  de 
desórdenes  de  estrés  post-traumáticos  entre  los  pacientes 
que  sufren  de  trastornos  mentales  todavía  no  se  tiene  una 
idea  del  número  de  éstos  ya  que  este  síndrome  diagnóstico 
vino  a adoptarse  oficialmente  hace  muy  poco  tiempo 
(1980).  Por  tal  razón,  debido  a que  los  profesionales  de  la 
salud,  tanto  en  Puerto  Rico  como  en  los  Estados  Unidos, 
que  trabajaban  para  la  Administración  de  Veteranos  a 
principios  de  la  pasada  década,  impresionados  por  la 
severidad  o el  elemento  dramático  de  los  síntomas  tales 
como  relatos  de  experiencias  de  tipo  grotesco,  estados 
paranoides,  agresividad,  problemas  interpersonales,  y dis- 
turbios severos  que  se  reflejaban  en  la  esfera  afectiva  y 
cognoscitiva,  diagnosticaron  muchos  de  estos  casos  como 
padeciendo  de  esquizofrenia.  Esto  se  ha  venido  a verificar 
en  recientes  revisiones  de  casos  clínicos. 

Situaciones  de  Estrés  de  la  Guerra  de  Vietnam 

Para  muchos  de  los  militares  que  prestaron  servicio  en 
Vietnam,  la  guerra  conllevó  exponerse  a muchas  y varia- 
das situaciones  de  gran  impacto  perturbador  tanto  mien- 
tras estuvieron  allá  como  a su  regreso  al  hogar.  Las 
situaciones  de  tensión  emocional  o estrés  a las  que  se 
expusieron  fueron  muchas  y de  diverso  orden.  Una 
exhaustiva  descripción  de  éstas  nos  la  provee  Blank  quien 
personalmente  evaluó  más  de  1 ,000  casos  de  veteranos  de 
esta  guerra  e hizo  una  revisión  de  la  literatura  al  respecto.’ 
En  primer  lugar  se  señalan  los  estre.ses  que  se  observan  en 
todas  las  guerras:  separación  del  hogar,  de  la  familia,  y de 
las  amenidades  de  la  vida  pacífica;  privación  de  cobijo  y 
comida,  agotamiento  y cansancio;  asalto  sensorial  de  los 
explosivos;  la  amenaza  de  ser  aniquilado;  la  experiencia  de 
combate  por  sí  misma,  y la  experiencia  de  sobrevivir 
cuando  otros  compañeros  han  muerto  lo  que  a veces 
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produce  profundos  sentimientos  de  culpabilidad.  Para  los 
soldados  puertorriqueños  se  pueden  añadir  a estos  estre- 
ses  las  barreras  del  idioma,  la  cultura,  y el  hecho  de 
pertenecer  a un  grupo  minoritario. 

En  segundo  lugar  se  señalan  las  tensiones  o estreses 
peculiares  de  la  Guerra  de  Vietnam:  en  esta  guerra  de 
guerrillas  el  enemigo  no  podía  distinguirse  de  las  otras 
personas  que  poblaban  el  país  en  general  (o  sea,  que  la 
zona  el  combate  era  todo  el  país  y el  enemigo  eran  todos 
sus  habitantes,  mujeres,  niños,  ancianos,  e inválidos); 
junto  a esto  se  suman  las  constantes  emboscadas,  ataques 
de  francotiradores,  ataques  suicidas,  etc.  En  Vietnam 
todo  el  mundo  tenia  que  aprender  a vigilar  todo  el  tiempo 
y el  costo  de  esta  eterna  vigilancia  para  muchos  resultó  en 
paranoia,  irritabilidad,  y años  de  enfado  o terror.^ 

Otros  estreses  peculiares  de  esta  guerra  fueron  los  que 
resultaron  de  una  cruel  e indiscriminada  destrucción 
como  fue  la  defoliación  de  los  campos  y bosques  mediante 
el  uso  del  yerbicida  conocido  como  el  Agente  Naranja  que 
produjo  daños  permanentes  a la  tierra  y a la  población 
vietnamita  al  igual  que  a algunos  combatientes  del  ejército 
norteamericano  que  se  expusieron  a él.  Se  incluyen  aquí 
también  otras  atrocidades  como  las  misiones  de  búqueda 
y destrucción,  el  uso  de  bombas  de  napalm  contra  los  no 
combatientes,  y las  masacres  efectuadas  a prisioneros  y a 
comunidades  enteras.  Citando  a Eipton,  estas  atrocidades 
de  la  guerra  dejaron  a muchos  de  los  protagonistas  con 
sectores  de  su  personalidad  brutalizados*  lo  que  consti- 
tuye un  sutil  pero  perdurable  estrés. 

En  tercer  lugar  tenemos  los  estreses  relacionados  con 
el  regreso  del  teatro  de  operaciones:  en  contraste  con  otras 
guerras  los  soldados  de  Vietnam  comúnmente  regresaban 
independientemente  o solos  a sus  hogares  después  de  ser- 
vir 12  ó 13  meses  en  tierra  vietnamita.  Al  terminar  la 
Segunda  Guerra  Mundial  casi  todos  los  soldados  regresa- 
ron en  grupos  transportados  en  embarcaciones  donde  por 
días  o semanas  podían  hacer  una  transición  gradual  del 
combate  a la  vida  civil.  Estos  fueron  recibidos  por  grandes 
multitudes  y honrados  como  héroes  en  paradas  y otras 
ceremonias  civiles.  En  contraste,  los  veteranos  de  Vietnam 
regresaban  generalmente  en  viajes  aéreos  de  menos  de  48 
horas  de  duración  para  encontrarse  con  un  ambiente  hos- 
til o indiferente.  El  antagonismo  político  y social  que 
existía  en  los  Estados  Unidos  hacia  la  guerra  privaba  a los 
veteranos  de  integrar  dentro  de  sí  mismos  a la  muerte, 
destrucción,  y matanzas  como  un  aspecto  terrible  pero 
legítimo  de  la  experiencia  vital  de  un  soldado.^  Práctica- 
mente nadie  quería  saber  de  Vietnam.  Los  amigos  y fami- 
liares le  dieron  la  vienvenida  a los  que  regresaban  pero 
externamente  o internamente  rechazaban  las  experiencias 
militares  las  cuales  los  veteranos  ya  habían  incorporado  y 
formaban  parte  de  su  identidad. 

Otra  variable  fue  la  experiencia  de  los  veteranos  mis- 
mos dentro  de  los  cuales  gradualmente  se  fue  desvane- 
ciendo el  sentio  de  propósito  redentor  en  la  guerra  en  que 
ellos  participaron.  Esto  puede  demostrarse  en  estudios 
recientes  como  en  el  caso  de  una  encuesta  de  gran  magni- 
tud realizada  para  la  Administración  de  Veteranos  en  el 
1980.  En  ésta*  se  reveló  que  47%  de  los  veteranos  de 
Vietnam,  en  la  muestra  obtenida,  opinaron  que  los  Esta- 
dos Unidos  no  debió  haberse  envuelto  en  esa  guerra.  El 
13%  no  expresó  opinión  alguna  lo  que  dejó  una  minoría 


de  un  40%  creyendo  que  la  intervención  militar  fue 
correcta.  Otro  estudio  realizado  a pedidos  del  Congreso 
reveló  resultados  prácticamente  iguales^  al  anterior. 

Blank*  considera  como  un  estrés  adicional  para 
muchos  veteranos  el  continuo  obscurecimiento  de  la  gue- 
rra de  Vietnam  como  un  hecho  histórico.  Se  refiere  al 
desinterés  que  se  observa  en  la  vida  pública,  en  los  círculos 
académicos,  y en  la  prensa  en  torno  a esta  guerra  como  un 
hecho  histórico  y político.  Este  proceso  de  ignorar  lo 
sucedido  supuestamente  produce  estrés  entre  los  vetera- 
nos que  participaron  en  ella.  A esos  efectos.  Blank  cita 
unas  observaciones  de  R.D.  Rosen,  escritos  en  el  perió- 
dico Boston  Phoenix,  a saber,  “Los  veteranos  de  Vietnam 
se  han  convertido  en  el  instrumento  mnemónico  principal 
en  nuestros  esfuerzos  para  recordar  una  guerra  que  ya 
dejamos  atrás  hace  ocho  años.  Es  a través  de  sus  doloro- 
sos ajustes  a la  vida  civil  que  recordamos  una  cruel  ironía 
de  el  más  impío  de  nuestros  enredos  en  el  extranjero: 
muchos  de  sus  veteranos  están  todavía  combatiéndolo” 
(traducción  del  autor). Lipkin  y sus  asociados^ 
consideran  que  en  algunos  casos  los  desórdenes  psiquiátri- 
cos de  los  veteranos  han  sido  en  parte  resultado  de  la  lucha 
de  éstos  para  adaptarse  a estos  cambios  de  la  vida  civil. 


Clasifícación  de  los  Desórdenes 
en  el  Manual  Diagnóstico 

Los  desórdenes  de  estrés  post-traumáticos  que  apare- 
cen en  la  tercera  edición  del  Manual  Diagnóstico  (DSM- 
III)''  destacan  los  tipos  de  dificultades  que  pueden  ser 
consecuencia  de  desastres  naturales  de  diversa  índole, 
experiencias  de  combate,  y otras  condiciones  catastrófi- 
cas. Se  clasifican  estos  desórdenes  como  agudos,  crónicos 
y/o  demorados,  cualquier  persona  expuesta  a un  evento 
traumático  que  represente  una  gran  amenaza  para  su  vida 
puede  desarrollar  estos  desórdenes. 

Entre  sus  manifestaciones  clínicas  se  señalan  episodios 
donde  se  revive  el  trauma  original  mediante  la  intrusión  y 
recurrencia  de  memorias,  sueños  o pesadillas  que  reprodu- 
cen el  desastre  que  provocó  el  trauma.  En  ciertos  casos  la 
persona  puede  sentir  y/o  actuar  súbitamente  en  forma 
parecida  a un  estado  disociativo  y estos  episodios  pueden 
durar  desde  segundos  hasta  días  y conllevar  reacciones 
violentas.  A estas  experiencias  se  le  ha  denominado  como 
escenas  retrospectivas  o “flashbacks”.  Este  término  se  ori- 
gina del  cinematógrafo  donde  a veces  se  interrumpe  la 
continuidad  del  relato  para  presentar  escenas  de  aconteci- 
mientos pasados.'^ 

Otros  síntomas  incluyen  marcada  disminución  de  inte- 
rés en  actividades  importantes,  sentimientos  de  despego  o 
enajenación  de  otras  personas,  constricción  afectiva,  hiper- 
vigilancia  o respuestas  exageradas  de  sobresalto  o “startle”, 
disturbios  al  dormir,  culpabilidad,  impedimentos  en  la 
memoria,  y dificultad  para  concentrar.  Si  el  desorden  es  de 
carácter  demorado  éste  puede  surgir  después  de  un 
período  de  latencia  o incubación  de  meses  o años  a partir 
del  trauma.  Los  síntomas  pueden  intensificarse  por  exposi- 
ción a factores  ambientales  desfavorables  o a estímulos 
simbólicos  que  tengan  semejanza  con  el  evento  traumático 
original. 
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El  Patrón  de  Síntomas  en  los  Veteranos 

La  experiencia  clinica  de  personas  que  han  trabajado 
directamente  con  veteranos  de  Vietnam  durante  muchos 
años  señala  que  los  desórdenes  de  estrés  post-traumáticos 
que  se  observan  entre  éstos  puede  manifestarse  de  diversa 
forma.  Blank‘d  nos  informa  que  aunque  se  traslapan,  se 
pueden  discernir  cuatro  tipos  de  desorden  diferentes:  (1) 
aquellos  que  se  manifiestan  básicamente  a través  de  sínto- 
mas psicológicos.  (2)  los  que  pueden  detectarse  principal- 
mente por  una  alteración  mayor  en  el  curso  normal  de 
vida,  (3)  los  que  se  hacen  evidentes  debido  a dificultades  en 
las  relaciones  con  personas  allegadas,  y (4)  aquellos  en  que 
hay  una  profunda  destrucción  de  los  conceptos  del  ser  y de 
la  humanidad. 

En  el  primer  grupo  tenemos  síntomas  neuróticos  clási- 
cos tales  como  ansiedad,  insomnio,  depresión,  irritabili- 
dad, episodios  de  cólera,  escenas  retrospectivas,  constric- 
ción afectiva,  y pesadillas.  También  se  incluyen  aquí 
pesadumbre,  quejas  psicosomáticas,  violencia,  paranoia, 
suspicacia,  hostilidad,  fobia  a las  multitudes;  adicción  al 
alcohol,  marihuana,  cocaína,  heroína  y otras  drogas;  exa- 
cerbación de  problemas  de  carácter  de  menor  grado  como 
impulsividad  y sociopatía  existente  antes  de  la  guerra,  e 
incidencia  de  suicidios  y homicidios. 

En  el  segundo  grupo  se  incluyen  manifestaciones  tales 
como  pobre  aprovechamiento  e inestabilidad  escolar  o en 
el  trabajo;  un  estilo  de  vida  errante  sin  metas  donde  se 
brinca  de  una  escuela  a otra  escuela  o de  un  trabajo  a otro 
trabajo;  y actos  antisociales  o criminales  resultado  del 
desorden  de  estrés. 

En  el  tercer  grupo  se  señalan  dificultades  en  alcanzar 
intimidad  con  el  cónyuge  o amante,  dificultad  en  relacio- 
narse con  los  hijos,  cambios  marcados  en  el  sentido  de 
pertenencia  en  relación  al  país  y sus  instituciones,  y una 
enajenación  o despego  de  eventos  de  la  vida  común  condu- 
cente a una  pérdida  de  efectividad  social  y vocacional. 

En  el  último  grupo  se  incluye  el  experimentar  una 
profunda  destrucción  de  los  conceptos  del  ser  y de  la 
humanidad.  Esto  sucede  como  resultado  de  la  extremada 
exposición  a sufrimientos,  mutilaciones,  miseria,  y muerte 
que  conduce  a un  fallo  fundamental  en  el  enlace  con  la 
civilización  donde  se  puerde  la  fe  en  la  capacidad  de  la 
humanidad  para  la  bondad.  Blank  explica  que  en  estos 
casos  se  aplica  el  concepto  de  “la  conexión  rota”  que  nos 
presenta  Lifton.'* 

Consideraciones  Terapéuticas 

De  gran  importancia  en  el  diagnóstico  y tratamiento 
de  los  casos  de  desórdenes  de  estrés  post-traumáticos  entre 
los  veteranos  es  el  obtener  un  historial  detallado  de  la 
situación  traumática  o de  las  experiencias  militares  de  la 
persona.  Esta  a veces  se  inhibe  de  expresarlos  para  evitar  el 
dolor  o angustia  que  esto  le  provoca. 

Ya  que  los  síntomas  de  estas  condiciones  pueden  mani- 
festarse en  forma  particular  en  casos  diferentes,  el  enfoque 
terapéutico  que  se  usa  puede  variar  de  paciente  en  paciente 
aunque  existen  elementos  comunes  aplicables  en  todos  los 
casos. 

En  la  práctica  de  la  psicoterapia  individual  Horowitz’’ 
nos  advierte  que  en  el  manejo  de  la  intrusión  de  representa- 
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ciones  del  evento  traumático,  tanto  en  fantasía  como  en 
pesadillas,  la  estrategia  del  tratamiento  debe  dirigirse  a 
prevenir  ya  sea  negación  extrema  que  pueda  impedir  el 
procesamiento  emocional  o conceptual  de  la  condicin 
como  también  lo  contrario,  o sea,  la  extrema  intrusión 
repetitiva  de  las  memorias  que  puedan  producir  estados  de 
pánico.  El  terapista  debe  ayudar  al  paciente  a librarse  de 
sus  defensas  gradualmente  y a exponerse  a dosis  tolerables 
de  toma  de  conciencia  de  éstos  dentro  del  contexto  de 
seguridad  que  puede  proveerle  la  relación  terapéutica. 

Debido  a la  importancia  que  en  estos  casos  tiene  la 
necesidad  de  recibir  sostén  social,  muchos  profesionales 
consideran  a la  psicoterapia  de  grupo  como  el  tipo  de 
tratamiento  más  apropiado.  La  sanción  o aprobación  que 
pueden  proveerse  los  compañeros  o pares  en  grupos  de 
confrontación  viene  a representar  mía  forma  sustituta  de 
la  que  ellos  necesitaban  que  la  sociedad  en  general  le 
proveyese  durante  y después  de  la  guerra.  De  acuerdo  a 
Smith'*  en  estos  grupos  los  veteranos  comparten  sus  senti- 
mientos y unos  ayudan  a los  otros  a recobrarse  del  trauma 
y de  las  consecuencias  de  éste.  Smith  señala  que  las  funcio- 
nes básicas  de  un  grupo  de  esta  índole  son;  (1)  reformular 
el  significado  de  las  experiencias  vividas  comprendiendo  y 
aceptando  responsabilidad  por  la  conducta  durante  y des- 
pués de  la  guerra,  (2)  procesar  psicológicamente  aquellos 
actos  dolorosos  realizados  durante  el  combate  los  cuales 
propulsan,  desde  que  ocurrieron,  las  pesadillas  y la  intru- 
sión de  pensamientos  o escenas  retrospectivas  o “flash- 
backs” y (3)  revisar  el  contenido  temático  de  las  vidas  de 
los  veteranos  antes  del  combate  a fin  de  entender  porque  se 
comportaron  en  la  forma  específica  en  que  lo  hicieron 
durante  el  evento  traumático. 

Otros  síntomas  de  los  desórdenes  post-traumáticos 
pueden  tratarse  usando  una  gran  variedad  de  técnicas 
terapéuticas.  Una  discusión  extensa  de  estas  modalidades 
nos  la  proveen  Figley,'’  Howard,^®  y Friedman.® 

El  Programa  de  Consejería  de  Reajuste 

Un  paso  de  gran  adelanto  para  facilitar  la  recuperación 
de  los  veteranos  de  Vietnam  con  problemas  de  .ajuste 
socio-psicológicos  fue  la  aprobación  de  la  Ley  del  Con- 
greso Norteamericano  número  96-22  que  entró  en  vigor  a 
fines  de  1979.  La  ley  ordenaba  el  establecimiento  de  un 
programa  de  consejería  de  reajuste  para  los  veteranos  de 
Vietnam.  Dicho  programa  está  dirigido  a buscar  y a asistir 
a aquellos  veteranos  que  han  confrontado  dificultades  en 
efectuar  ajustes  socio-psicológicos  apropiados  al  entrar  de 
nuevo  a la  vida  civil.  Ellos  se  pueden  ayudar  mediante  la 
utilización  de  sus  beneficios  como  veteranos,  haciendo  uso 
de  las  facilidades  de  la  Administración  de  Veteranos,  y 
mediante  un  programa  de  consejería  dirigido  a superar  sus 
problemas  socio-psicológicos.  El  programa  se  le  deno- 
minó Operación  Encuentro  o “Operation  Outreach”  y 
opera  en  136  centros  de  consejería  de  reajuste  en  todo  el 
territorio  norteamericano.  Uno  de  estos  centros  fue  esta- 
blecido en  Puerto  Rico  a principios  del  1980  y está  situado 
fuera  de  el  Hospital  de  Veteranos.  Su  personal  esta  consti- 
tuido por  especialistas  en  consejería  que  a su  vez,  en  su 
mayoría,  son  veteranos  de  Vietnam  con  experiencias  de 
combate.  Tanto  el  lugar  donde  se  estableció  este  centro, 
como  la  composición  de  su  personal,  facilita  un  mejor 
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“rapport”  con  los  clientes  que  los  ven  como  personas  que  no 
representan  la  burocracia  gubernamental  y que  por  ser 
veteranos  los  pueden  comprender  mejor. 

Este  equipo  de  trabajo  se  ocupa  de  proveer  orientación 
a la  comunidad  mediante  conferencias,  programas  televi- 
sados, información  escrita  y audio-visual,  etc.,  a fin  de  que 
ésta  entienda  y acepte  a los  veteranos  de  la  Guerra  de 
Vietnam. 

Entre  los  servicios  directos  que  presta  este  grupo  sobre- 
salen los  siguientes:  ( 1 ) consejería  individual,  (2)  consejería 
familiar,  (3)  consejería  matrimonial,  (4)  reuniones  de 
grupo  con  fines  terapéuticos,  (5)  consejería  vocacional  y 
educativa,  (6)  orientación  en  problemas  de  adicción  a 
drogas  y alcoholismo,  (7)  orientación  sobre  beneficios  de 
veteranos,  (8)  referido  de  casos  con  problemas  psicológi- 
cos severos  al  Hospital  de  Veteranos  y (9)  referido  de  casos 
a agencias  sociales  para  prestación  de  servicios  (por  ej., 
empleo,  adiestramiento,  etc.)  y seguimiento  de  éstos. 

El  contacto  directo  de  este  equipo  con  numerosos  vete- 
ranos puertorriqueños  ha  facilitado  la  identificación  de,  y 
la  prestación  de  ayuda  accesoria  a personas  que  sufren  de 
desórdenes  de  estrés  post-traumáticos  de  carácter  crónico 
o demorado  relacionados  con  la  Guerra  de  Vietnam. 

Abstract:  Thousands  of  Puerto  Ricans  are  veterans  of  the 
Vietnam  War.  At  present,  about  40,000  live  in  the  island.  A 
large  number  of  them  were  exposed  to  situations  that  could 
lead  toward  the  development  of  post-traumatic  stress  disor- 
ders, a diagnostic  category  adopted  in  1980. 

In  this  paper  the  stress  situations  generated  in  Vietnam, 
as  well  as  those  faced  by  the  veterans  upon  their  return,  are 
discussed.  A review  is  made  of  the  post-traumatic  stress 
disorders  of  the  diagnostic  manual  DSM-IIl,  as  well  as  of  the 
pattern  of  symptoms  peculiar  to  the  veterans.  This  is  mani- 
fested through  psychological  symptoms,  major  alterations  in 
the  normal  course  of  life,  difficulty  with  significant  others,  or 
through  destruction  of  the  concepts  of  self  and  humanity. 

Problems  related  to  the  diagnosis  and  treatment  of  these 
disorders,  as  well  as  the  Readjustment  Counseling  Program 
operating  in  Puerto  Rico  to  identify  and  help  veterans  with 
socio-psychological  problems,  are  discussed. 
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Fever  in  the  Patient  with  Cancer. 
Pathophysioiogy  and  the  initiai 
Evaiuation  and  Management 

J..I.  Gutiérrez-Nuñez,  M.D. 


The  problem  of  fever  and  infection  is  unquestionably 
the  major  clinical  challenge  in  the  management  of 
patients  with  neoplastic  disorders.  With  the  advent  of 
cytotoxic  chemotherapy,  fever  in  the  cancer  patient  has 
been  closely  linked  with  infection,  especiallly  when  the 
patient  is  granulocytopenic,  and  in  most  centers  it  consti- 
tutes the  leading  cause  of  death  in  the  patient  with 
cancer. 

The  risk  and  severity  of  infectious  complications  have 
been  most  extensively  studied  for  patients  with  leukemia, 
primary  because  of  the  extensive  exposure  of  these 
patients  to  aggressive  chemotherapy.^’ 

.On  the  other  land,  the  risk  of  serious  infectious  compli- 
cations is  generally  assumed  to  be  lower  for  patients  with 
lymphomas  or  solid  tumors.  Over  the  past  decade, 
however,  the  treatment  of  lymphomas  and  solid  tumors 
has  begun  to  mirror  the  aggresive  combination  chemo- 
therapy schedules  which  have  been  employed  in  patients 
with  leukemia.  While  such  regimens  have  resulted  in 
some  dramatic  improvements  in  survival,  they  have  also 
been  in  periods  of  profound  granulocytopenia,  with  an 
increased  risk  for  serious  infection. ^ 

Since  current  treatment  strategies  and  infection 
control  programs  necessitate  a careful  definition  of  the 
patients  at  increased  risk  for  infection,  an  understanding 
of  the  impaired  host  defenses  which  occur  in  the  cancer 
patient,  and  the  interaction  of  these  defects  with 
endogeneous  and  exogeneous  microbial  floral  is  essential 
if  early  recognition,  effective  treatment,  and  prevention 
of  serious  infectious  complications  are  to  be  accompli- 
shed.'^"'^ 


From  the  Section  of  Infectious  Diseases  and  Department  of  Medicine. 
USAF  Regional  Hospital,  Carswell,  Fort  Worth.  Texas. 

Reprint  requests  to  Major  Gutiérrez-Nuñez.  Department  of 
Medicine.  USAF  Regional  Hospital  Carswell.  Carswell  Air  Force  Base. 
Texas  76127. 


Factors  Associated  with  Infections 

The  host  defenses  can  be  altered  by  the  underlying 
malignancy  and/or  its  treatment.  The  major  contributing 
factors  include  defects  of  physical  defense  barriers,  nutri- 
tional deficiencies,  which  further  deteriorate  the  physical 
defense  barriers  and  adversely  affect  humoral  and 
abnormalities  of  phagocytic  defenses.*^ 

Physical  defense  barriers 

The  skin  and  mucosal  surfaces  constitute  the  primary 
defense  of  the  host  against  invasion  by  endogeneous  and 
acquired  microorganisms.  The  integrity  of  this  physical 
barriers  can  be  disrupted  by  the  tumor  or  by  its  treat- 
ment. 

The  protective  effect  of  the  skin  is  commonly  compro- 
mised by  the  use  of  needles  and  intravascular  catheters.  It 
has  been  established  that  up  to  8%  of  patients  receiving 
intravenous  fluids  through  indwelling  plastic  catheters 
develop  catheter  related  septicemia.'*  The  risk  increases 
proportionally  to  the  length  of  time  that  the  device  is  left 
in  place. 

The  mucosal  surfaces  are  frequently  disrupted  by  the 
use  of  devices  and  procedures  required  in  the  complex 
care  of  the  cancer  patient.  Insertion  of  mechanical 
devices  into  body  orifices  disrupts  natural  barriers  and 
facilitate  colonization  and  infection.  Bronchoscopy, 
endotracheal  intubation  and  respiratory  therapy,  espe- 
cially with  aerosols  or  humidifiers  can  cause  infection.'* 
The  insertion  of  endotracheal  of  nasotracheal  tubes 
transmits  contaminated  pharyngeal  material  beyond  the 
glottis  and  vocal  cords  into  the  lung.  The  risk  of 
developing  bacteriuria  following  urethral  catheterization 
increases  an  estimated  5 to  10%  daily  and  may  lead  to 
gram-negative  bacillary  septicemia.'’  This  ocurrence  is  a 
special  threat  to  cancer  patients  because  with  increasing 
duration  of  catheterization,  colonization  by  resistant 
bacteria  or  fungi  becomes  a virtual  certainty. 

Oropharyngeal  and  gastrointestinal  ulceration  are 
frequent  side  effects  of  anthracycline  antibiotics,  5- 
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fluorouracil,  and  methotrexate.^®  These  ulcerations  serve 
as  a site  for  colonization  by  bacteria  and  fungi  which  may 
then  invade  the  bloodstream.  Oral  and  esophageal 
candidiasis  have  become  common  infections  among 
patients  undergoing  chemotherapy.^' 

Nutrition 

Malnutrition  is  a frequent  sequel  to  cancer  patients  and 
its  treatment,  further  contributes  to  the  loss  of  integrity  of 
the  physical  defense  barriers,  impairs  phagocytosis, 
decreases  macrophage  mobilization,  and  depresses  lym- 
phocyte function. Hence  the  anorexia  and  cachexia 
associated  with  cancer  needs  aggressive  nutritional 
support  with  elemental  diets,  supplements,  or  parenteral 
alimentition.^^ 

Humoral  and  cellular  immunity 

The  humoral  immune  response  through  the  production 
of  antibodies  and  complement  plays  an  important  role 
against  infection.  Defects  in  humoral  immunity  can 
occur  as  a manifestation  of  the  underlying  disease,  but 
are  frequently  secondary  to  therapy. 

Patients  with  chronic  lymphocytic  leukemia  usually, 
but  not  always,  have  decreased  circulating  immune 
serum  globulins,^"*  and  patients  with  multiple  myeloma 
have  decreased  concentrations  of  normal  circulating 
antibodies. The  hypogammaglobulinemia  and  dysgam- 
maglobulinemia  frequently  seen  in  such  patients  are  the 
major  explanation  for  the  susceptibility  of  some  patients 
to  the  encapsulated  microorganisms,  S.  pneumoniae,  H. 
influenzae,  and  N.  meningitidis.^^ 

The  cellular  immune  system,  presumably,  has  the 
primary  responsibility  for  defending  the  body  against:  a. 
intracellular  microorganisms  (Listeria  monocytogenes, 
salmonella,  M.  tuberculosis,  and  atypical  mycobacteria), 
b.  viruses  (varicella  zoster,  cytomegalovirus,  and  Herpes 
simplex),  c.  fungi  (Cryptococcus  neoformans,  aspergillus), 
d.  protozoa  (Pneumocystis  carinii.  Toxoplasma  gondii) 
and  perhaps  Strongyloides  stercoralis.^^ 

Certain  diseases  such  as  Hodgkins  and  non-Hodgkins 
lymphoma  have  an  associated  dysfunction  of  cellular 
immunity  as  an  integral  aspect  of  the  untreated  disease.^* 
Whereas  patients  with  other  diseases  their  dysfunction  of 
cellular  immunity  is  a result  of  their  treatment.^® 

The  majority  of  patients  with  impairment  in  both 
humoral  and  cellular  immunity  are  receiving  cytotoxic, 
irradiation,  or  corticosteroid  therapy. 

Antineoplastic  agents  in  addition  of  their  myelosup- 
pressive  activity  also  have  impact  on  functions  such  as 
cytotoxicity  mediated  by  leukocytes.  It  has  been  demons- 
trated that  adriamycin,  cylophosphamide,  prednisone, 
procarbazine,  and  vincristine  tested  in  vitro  can  decrease 
leukocyte-mediated  antibody  dependent  cellular  toxicity 
and  natural  killer  cytotoxicity  against  viral  infected 
target  cells. These  findings  suggest  that  patients 
receiving  chemotherapeutic  regimens  containing  these 
drugs  could  have  impaired  cell-mediated  cytotoxicity  to 
fight  viral  and  non-viral  infections. 

Radiation  has  been  shown  to  cause  impairment  of  host 
defense  mechanism.  Studies  showed  that  phagocytosis  is 
not  altered,  but  that  bactericidal  activity  is  impaired 


during  periods  of  radiation.^' 

Corticosteroid  administration  results  in  marked  but 
transient  lymphocytopenia.”  It  has  also  been  found  that 
corticosteroids  suppresses  monocyte  bactericidal  capa- 
billity.”  Also  corticosteroids  inhibit  the  formation  of 
granuloma  in  fungal  infections,  which  indicates  impair- 
ment of  cell  mediated  immunity,”  and  has  been  shown  to 
affect  adversely  bacterial,  fungal,  viral,  protozoal,  and 
other  parasitic  infections. 

Phagocytic  defenses 

For  most  cancer  patients  the  major  risk  of  infection 
results  from  quantitative  and  qualitative  abnormalities  of 
the  phagocytic  defenses.  Granulocytopenia  is  probably 
the  most  important  factor  responsible  for  the  increased 
frequency  of  infections. 

Bodey  et.al.  demonstrated  a quantitative  relation 
between  the  level  of  circulating  granulocytes  and  the 
incidence  of  infection  among  patients  with  acute 
leukemia.'  The  incidence  of  infection  begins  to  rise  as  the 
granulocyte  count  falls  bellow  500  per  ul  with  a very  sub- 
stantital  rise  when  the  granulocyte  count  is  between  0 and 
100  per  ul.  It  is  also  true  that  most  severe  infections  and 
nearly  all  bacteremias  occurred  when  the  granulocyte 
count  was  100  per  ul.  An  additional  factor  is  the  effect  of 
the  rate  of  fall  of  the  granulocyte  count;  rapid  declines 
were  more  often  associated  with  infection.” 

The  response  to  antimicrobial  therapy  is  also  signif- 
icantly influenced  by  the  initial  granulocyte  count  in 
infected  patients;  subsequent  changes  in  the  granulocyte 
count  also  play  a major  role  in  the  response  of  granulocy- 
topenic patients  whith  cancer  to  antibiotic  therapy.  In 
patients  with  <500  granulocytes  per  ul,  the  response  to 
therapy  is  significantly  better  if  the  granulocyte  count 
increases  during  therapy.  In  patients  with  >500  granu- 
locytes per  ul,  the  response  seems  to  be  independent  of 
further  variations  in  the  level  of  circulating  granulocytes.” 

A variety  of  abnormalities  of  neutrophil  function  has 
been  detected  in  patients  with  leukemia.  Resting  and 
stimulated  hexose  monophosphate  shunt  activity  and 
nitro-blue  tetrazolium  (NBT)  reduction  of  leukocytes  are 
reduced  in  patient  with  acute  lymphocytic  leukemia.” 
The  bactericidal  activity  of  neutrophils  is  decreased  in  as 
many  as  30%  of  patients  with  acute  leukemia  at  different 
stages  of  the  disease.”  In  addition  to  impaired 
bactericidal  activity,  patients  with  untreated  acute 
lymphocytic  leukemia,  acute  myelogeneous  leukemia 
and  blastic  transformation  of  chronic  myelogeneous 
leukemia  show  a reduction  in  granulocyte  mobilization 
and  clearance."® 

Reticuloendothelial  system  and  splenectomy 

The  spleen  serves  as  an  efficient  mechanical  filter  and 
as  source  of  opsonizing  activity  early  in  a infection. 
Splenectorhized  patients  manifest  diminished  antibody 
production  when  challenged  with  particulate  antigens. 
They  are  deficient  in  tuftsin  and  have  decreased  levels  of 
IgM  and  properdin.  Consequently,  splenectomized 
patients  are  at  increased  risk  of  septicemia,  usually  with 
encapsulated  microorganisms  such  as  Streptococcus 
pneumoniae.  Neisseria  meningitidis,  or  Haemophilus 
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influenzae.*^  Septicemia  in  this  patients  could  be  over- 
whelming and  fulminant  and  associated  with  a large 
number  of  microorganisms  in  the  bloodstream.  The 
incidence  of  postsplenectomy  septicemia  ranges  from  1 .4 
to  20%  in  cancer  patients  and  is  especially  dangerous  in 
patients  who  are  receiving  chemotherapy.'”, 

With  a clear  understanding  of  the  impaired  host 
defenses  which  occur  in  the  cancer  patient,  and  the  inter- 
action of  these  defects,  we  will  be  able  to  identify  the 
major  risk  factors  and  the  usual  pathogens  in  the  cancer 
patient  with  infection. 


How  Infection  Occurs? 

It  has  been  well  documented  that  nearly  85%  of  the 
microorganisms  causing  infection  in  cancer  patients  arise 
from  the  host’s  endogeneous  flora."*^  Almost  50%  of  these 
colonizing  microorganisms  are  acquired  by  the  patient 
during  hospitalization.'*^  The  colonization  with  new 
microorganisms  is  influenced  by  the  patient’s  underlying 
malignancy,  by  treatment  with  either  chemotherapeutic 
agents  or  antibiotics,  and  by  environmental  factors. 

Usually,  within  days  after  admission  to  the  hospital  the 
cancer  patient’s  oropharynx  becomes  colonized  with 
gram-negative  bacteria.  This  is  a consequence  of  altered 
epithelial  binding  secondary  to  malignancy  as  well  as  to 
treatment. The  routes  for  colonization  within  the 
hospital  are  multiple:  foods  (Klebsiella  or  Pseudomonas, 
for  example,  can  be  found  on  fresh  fruits  or  leafy 
vegetables);  water  (as  a source  of  gram-negative  bacteria 
or  Legionella);  air  (as  a vehicle  able  to  transmit  virtually 
all  types  of  microorganisms);  and  hands  (especially  those 
of  hospital  personnel  who  all  too  often  neglect  the  funda- 
mental principle  of  hand-washing). 

Once  the  patient  has  acquired  and  becomes  colonized 
by  a microorganism,  development  of  infection  hinges  on 
the  intricate  balance  between  the  virulence  of  the  micro- 
organisms and  the  degree  of  impairment  of  the  host’s 
defenses.  With  less  virulent  microorganisms  such  as  E. 
coli,  the  risk  of  serious  infection  is  less  than  with  more 
virulent  microorganisms  such  di?,  Pseudomonas  aeruginosa, 
which  may  cause  infection  in  40  to  60%  of  colonized 
patients  who  subsequently  become  granulocytopenic.*^  If 
the  patient’s  defenses  are  severely  impaired,  virtually  any 
microorganism  can  become  a virulent  pathogen. 

In  addition  to  newly  acquired  endogeneous  microflora, 
latent  microorganisms  can  also  cause  serious  infections 
in  the  immunosuppressed  host.  Of  particular  concern  are 
the  herpes  virus  (//.  simplex,  varicella-zoster,  and 
cytomegalovirus)  and  the  protozoan  Pneumocystis  carin- 
ni,'^  Reactivation  of  the  these  microorganisms  is 
attributable  to  the  patient’s  immunosuppression. 
Pneumonia  due  to  cytomegalovirus  might  develop,  for 
example,  following  allogeneic  bone  marrow  transplant  or 
Pneumocystis  carinii  pneumonia  might  occur  in  children 
receiving  maintenance  therapy  for  acute  leukemia.*’ 

The  majority  of  infections  in  these  immunocompro- 
mised patients  are  bacteremias  and  infections  of  the 
oropharynx,  the  lung,  and  the  perineum.”,  ” Infections 
of  the  skin  and  along  the  distal  third  of  the  esophagus  are 
less  common.”  ” Primary  infections  of  the  central 


nervous  system  account  for  less  than  1 % of  the  infectious 
complications  observed  in  granulocytopenic  patients.”  ” ** 

Most  Common  Microorganisms 

Bacteria  are  responsible  for  most  of  the  acute 
infections  which  occur  in  granulocytopenic  patients. 
While  virtually  any  microorganism,  even  presumed 
nonpathogens,  can  be  the  cause  of  an  infection.”  The 
gram-negative  bacilli,  especially  E.  coli,  Klebsiella 
pneumoniae,  and  Pseudomonas  predominate  in  most 
institutions.’  ^ ” *^  Gram-positive  bacteria,  especially 

Staphylococcus  aureus  and  the  streptococci  are  also 
isolated  frequently.^  Surprisingly,  anaerobic  micro- 
organisms are  an  infrequent  cause  of  infection  in  cancer 
patients.  The  relative  distribution  of  these  microorganisms 
varies  from  institution  to  institution.  Several  centers  have 
recently  observed  a decrease  in  Pseudomona  isolates, 
while  other  institutions  have  noted  an  increase  in  the 
isolation  of  gram-positive  microorganisms,  especially  S. 
aureus.^  Many  other  microorganisms  considered  in  the 
past  as  uncommon  or  non-pathogenic  have  become 
important  pathogens  in  leukemic  patients  (see  Table  1). 

Antibiotic  sensitivity  patterns  may  also  vary  among 
institution,  probably  due  to  the  selective  pressure  of 
excessive  or  discriminate  use  of  antibiotics.  Hence,  it  is 
imperative  that  physicians  remain  aware  of  possible 
changes  in  the  microbial  distribution  and  antibiotic 
sensitivity  patterns  at  their  institutions. 

Fungal  infections,  especially  candida,  aspergillus  and 
mucormycosis,  have  been  observed  with  increasing 
frequency,  especially  in  patients  with  prolonged  granulo- 
cytopenia.*® Unfortunately,  these  infections  are  difficult 
to  diagnose  and  treat,  and  a high  index  of  suspicion  is 
essential  to  permit  early  intervention.^®, 

Role  of  Surveillance  Cultures 

Surveillance  cultures  of  nose,  throat,  urine,  stool,  and 
blood  have  been  very  valuable  as  a research  technique  in 
understanding  the  epidemiologic  patterns  of  infections  in 
patients  with  acute  leukemia.”  However,  the  routine  use 
of  microbiologic  surveillance  in  the  granulocytopenic 
patient  appears  wasteful  since  such  procedures  are  costly, 
insensitive  and  not  likely  to  influence  the  antimicrobial 
management  of  the  patient.”  Although  exceptions  exists, 
the  routine  use  of  such  nonspecific  microbiologic  monito- 
ring should  be  discouraged.  It  is  sufficient  to  maintain  a 
close  record  of  all  infections  with  this  patient  population 
to  ascertain  the  patterns  of  antimicrobial  resistance  so 
that  empiric  therapy  can  be  appropriately  designed.” 

Serial  blood  cultures  in  patients  receiving  antibiotics 
also  have  a low  yield  and  a high  cost  rate.  When  positive, 
however,  such  blood  isolates  can  especially  influence 
therapy  and  outcome,  and  hence  they  are  recommended 
for  patients  receiving  maximum  supportive  care.” 

Patients  isolated  in  a room  with  laminar  air  flow  and 
who  are  receiving  oral  nonabsorbable  antibiotics  should 
have  surveillance  cultures  taken  on  a frequent  basis  as  a 
guide  to  the  effectiveness  of  the  isolation  and  the 
microbial  suppression.”  In  those  situations  in  which  oral 
nonarbsorbable  antibiotics  are  being  used  outside  of  a 
reverse  isolation  setting,  it  is  essential  to  obtain 
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Fever  in  the  Patient  with  Cancer  Pathophysiology... 


TABLE  I 


FREQUENT  AND  NEWLY  RECOGNIZED  MICRO-ORGANISMS 
CAUSING  INFECTION  IN  CANCER  PATIENTS 


Bacteria 

Virus 

Fungi 

Mycobacteria 

Parasites 

Gram-positive 

Varicella  zoster 

Candida 

M-tuberculosis 

Pneumocystis 

Staphylococcus 

Cytomegalovirus 

Torulopsis 

carinii 

aureus 

glabrata 

Atypical 

Toxoplasma 

Listeria 

monocytogenes 

Gram-negative 

Pseudomonas 
aeruginosa 
Klebsiella  sp. 
Escherichia  coli 
Aeromonas 
hydrophila 

Epstein  Barr  virus 

Herpes  simplex 

Non-A,  Non-B  hepatitis 

Aspergillus 

Mucor,  Rhizopus, 
Absidia 
Cryptococcus 
neoformans 

gondii 

Strongyloides 

stercolaris 

surveillance  cultures  of  the  gingiva,  throat,  and  rectum  or 
stool  to  determine  patient  compliance  and  to  observe  for 
the  acquisition  of  antibiotic-resistant  strains. 

Surveillance  cultures  should  be  obtained  from  patients 
who  are  receiving  some  form  of  more  selective  microbial 
suppression  such  as  the  combination  of  trimethoprim- 
sulfamethoxazole  plus  nystain  or  nalidixic  acid  plus 
nystain  to  check  for  resistant  gram-negative  bacilli. 

Principles  of  Management 

Important  principles  of  management  serve  as  basis  for 
the  approach  to  the  management  of  infection  in  cancer 
patients.  These  principles  have  influenced  the  design  of 
most  clinical  trials  of  antibiotic  regimens.  Of  these,  two 
important  principles  dictate  the  approach  to  the  febrile 
cancer  patients.  First,  infection  in  the  granulocytopenic 
patient  may  disseminate  rapidly,  causing  death  if  not 
treated  promptly  with  appropriate  antibiotics,  and 
secondly,  the  presence  of  granulocytopenia  markedly 
alters  the  host  inflammatory  response,  making  it  difficult 
to  detect  the  presence  of  infection. 

As  part  of  an  overall  strategy,  several  questions  can  be 
framed  that  are  pertinent  to  the  management  of  a 
granulocytopenic  patient  who  becomes  febrile.  When 
should  antibiotic  therapy  be  initiated?  If  antibiotics  are  to 
be  started,  which  agent  or  combinations  of  agents  should 
be  used?  Once  therapy  is  started,  how  long  should  it  be 
continued?  What  modifications  of  therapy  should  be 
made  for  a patient  who  appears  to  be  failing  to  respond  to 
the  initial  drug? 

Initiation  of  Antibiotic  Therapy 

Pizzo  et.  al.  recently  reviewed  1 ,001  consecutive  admis- 
sions to  the  Pediatric  Branch  of  the  National  Cancer 
Institute  for  evaluation  of  fever. ^ In  79.2%  of  these  cases, 
fever  occured  when  patients  were  granulocytopenic  and 
of  these,  5 1 .8%  were  ultimately  shown  to  have  a probable 
or  proven  infectious  cause.  Fever  was  le.ss  common  in  the 
absence  of  granulocytopenia,  and  when  it  occured  in  such 


patients  it  was  attributable  to  infection  in  fewer  than  20% 
of  the  patients.  Hence,  a reasonable  rule  of  thumb  is  that 
a non-granulocytopenic  patient  who  becomes  febrile  can 
be  evaluated  comprehensively  without  the  urgent  need  to 
institute  antibiotics  empirically. 

The  story  is  different,  however,  for  granulocytopenic 
cancer  patients  who  become  febrile  because  a clinical  or 
microbiologically  defined  source  of  infection  can  be 
found  in  40  to  60%  of  these  patients.  The  remaining 
patients  may  not  have  an  immediately  defined  infectious 
focus,  a probable  or  occult  infection  is  responsible  for  the 
fever  in  the  majority  of  cases. 

The  patient  with  fever  (oral  temperature  exceeding 
38°C  at  least  on  three  occassions  during  a 24-hour  period 
or  a single  spike  above  38.5°C)  and  granulocytopenia 
(granulocytes  < 1,000  per  ul)  should  be  admitted  to  the 
hospital  and  undergo  a careful  history  and  physical 
examination  as  well  as  a screening  radiography  of  the 
chest,  urinalysis,  and  at  least  two  sets  of  blood  cultures. 
Some  patients  will  require  aspiration  or  biopsy  of  any 
suspicious  lesion.  Once  necessary  cultures  have  been 
obtained,  all  patients  should  be  started  immediately  on 
empiric  antibiotic  therapy.  During  the  last  decade  there 
has  been  considerable  data  to  suggest  that  early  empiric 
antibiotic  therapy  has  significantly  decreased  the  early 
morbidity  and  mortality  associated  with  infection  in  the 
febrile  granulocytopenic  patient.^’ 

Agent  or  Combination  of  Agents 

The  most  common  bacterial  pathogens  isolated  from 
febrile  ganulocytopenic  patients  whose  fever  is  treated 
empirically  with  antibiotics  are  E.  coli.  Staphylococcus 
aureus.  Klebsiella  species,  and  Pseudomonas  aeruginosa.^  ^ 
12  1 5 37  46  jiiese  microorganisms  are  responsible  for  80%  of 
the  episodes  of  bacteremia  in  such  platients.**^  Candida 
species  are  the  next  most  commonly  isolated  micro- 
organisms, but  they  are  responsible  for  only  5%  of  the 
episodes  of  septicemia. Obviously,  any  antimicrobial 
regimen  used  empirically  in  febrile  granulocytopenic 
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patients  should  offer  adequate  coverage  against  the  most 
frequently  isolated  bacterial  pathogens. 

Among  the  antibiotics  that  might  be  used  empirically 
in  febrile  granulocytopenic  patients,  aminoglycosides 
such  as  gentamicin,  tobramycin,  amikacin,  and  netilmicin 
have  a suitable  antimicrobial  spectrum.  However, 
clinical  experience  with  aminoglycosides  alone  as  empiric 
therapy  under  these  conditions  has  been  dissappointing. 
The  narrow  margin  between  the  effective  dose  and  the 
toxic  dose  of  these  drugs  probably  leads  to  frequent 
instances  of  undertreatment.  The  addition  of  an  anti- 
pseudomonas penicillin  (carbenicillin,  ticarcillin,  mezlo- 
cillin, piperacillin,  and  azlocillin)  to  the  aminoglycoside 
regimen  has  been  associated  with  significantly  better 
results  in  granulocytopenic  patients  whose  infecting 
pathogens  are  fully  sensitive  to  the  aminoglycoside  in 
vitro. 

Another  category  of  antimicrobial  agents  that  might 
prove  effective  for  empiric  therapy  in  these  type  of 
patients  are  the  third  generation  cephalosporins  (cefota- 
xime, moxalactam,  cefoperazone,  and  ceftizoxime). 
However,  clinical  experience  with  these  antibiotics  is  still 
limited.^®  The  future  use  of  these  antibiotics  for  empiric 
therapy  in  granulocytopenic  patients  will  depend  mainly 
on  the  rate  of  emergency  of  microorganisms  resistant  to 
them. 

Several  studies  have  shown  that  two  antibiotics  are 
more  effective  than  one  in  the  febrile  granulocytopenic 
patient.®'  A recent  review  of  the  literature  confirmed 
the  overall  superiority  of  antibiotic  combinations  to 
single  drug  regimen  for  the  treatement  of  severe 
infections  in  granulocytopenic  patients.®^  In  some  of  the 
studies  reviewed  it  was  demonstrated  that  combinations 
of  antibiotics  resulted  in  a higher  level  of  serum 
bactericidal  activity  against  the  infecting  pathogen  than 
did  single  drug  regimen.  The  clinical  relevance  of  serum 
bactericidal  activity  against  gram-negative  bacilli  respon- 
sible for  infection  in  patients  with  cancer  has  been 
established.®''  Synergistic  combinations  were  regularly 
more  active  than  nonsynergistic  combinations  in  granu- 
locytopenic patients  with  severe  gram-negative  bacillary 
infection.®^  A review  of  the  literature  indicates  that 
nonsynergistic  combinations  of  antibiotics  were  associa- 
ted with  a favorable  clinical  response  in  only  43%  of 
patients,  whereas  synergistic  combinations  were  succes- 
sful in  76%  of  patients.” 

So  the  basic  requirements  for  an  antibiotic  that  is  to  be 
used  for  empiric  therapy  in  febrile  granulocytopenic 
patients  are  a broad  anti-bacterial  spectrum  and  the 
potential  for  synergistic  interaction.  Many  different 
combinations  of  antibiotics  have  been  used.  Of  course, 
valid  information  about  their  effectiveness  can  be 
obtained  only  from  large  clinical  trials  in  which  the 
importance  of  the  different  infecting  pathogens  and  of 
the  various  sites  of  infection  is  evaluated. 

The  first  large  cooperative  trial  of  empiric  therapy  in 
febrile  granulocytopenic  patients  was  conducted  by  the 
EORTC  International  Antimicrobial  Therapy  Project 
Group.”  Three  empiric  regimens  were  compared: 
carbenicillin  plus  gentamicin,  cephalothin  plus  gen- 
tamicin, and  cephalotin  plus  carbenicillin.  Favorable 
clinical  results  were  observed  in  60%,  59%,  and  58%, 


respectively.  In  the  patients  who  remained  severely 
granulocytopenic  (less  than  500  granulocytes  per  ul), 
carbenicillin  plus  gentamicin  was  more  effective  than 
either  of  the  other  regimens,  resulting  in  a favorable 
clinical  outcome  in  61%  of  patients.  Cephalothin  plus 
gentamicin  and  cephalothin  plus  carbenicillin  were  both 
associated  with  a favorable  clinical  outcome  in  35%  of 
patients.  The  poor  results  with  cephalothin  plus  carbeni- 
cillin was  due,  at  least  in  part,  to  the  occurence  of  fatal 
sepsis  caused  by  microorganisms  resistant  to  both 
cephalothin  and  carbenicillin.  Antagonism,  which  has 
been  observed  in  vitro  between  beta-lactam  antibiotics, 
may  also  have  played  a role  in  these  suboptimal  results. 

This  study  also  provided  evidence  that  cephalothin 
plus  gentamicin  was  nephrotoxic  in  a substancial 
proportion  of  patients  who  received  that  combination.  In 
a subsequent  trial,  the  same  group  compared  the 
effectiveness  of  carbenicillin  plus  amikacin  whith  that  of 
carbenicillin  plus  amikacin  plus  cefazolin  as  empiric 
therapy.®®  The  two  regimens  were  similarly  effective  and 
the  incidence  of  nephrotoxicity  was  similar  among 
patients  receiving  each  regimen  (6.5%).  Thus,  the 
addition  of  a third  antibiotic  to  the  carbenicillin- 
aminoglycoside  regimen  combination  did  not  lead  to 
significantly  improved  clinical  results.  Even  the  infections 
later  demonstrated  to  be  caused  by  Klebsiella  species 
were  not  more  successfully  treated  with  a three  drug  than 
with  the  two  drug  empiric  regimen. 

Whether  the  use  of  newer  penicillins  or  cephalos- 
phorins  will  alter  the  prognosis  of  febrile  episodes  in 
granulocytopenic  patients  with  cancer  is  also  an 
interesting  question.  Overall,  there  is  no  clear  evidence 
that  newer  antibiotics  are  associated  with  better 
favorable  response  than  carbenicillin  or  ticarcillin. 
However,  the  introduction  of  newer  agents  for  empirical 
therapy  might  reduce  the  untoward  effects  associated 
with  the  presently  used  antibiotics.  It  seems  important 
that  these  new  agents  continue  to  be  carefully  evaluated 
in  properly  designed  trials  to  provide  us  with  a clear  view 
of  their  potential  importance  in  the  antimicrobial 
armamentarium. 

Of  special  interest  is  the  frequency  of  antagonism 
reported  for  strains  of  Enterobacter,  Serraiia.  indole- 
positive Proteus,  and  Pseudomonas  with  combinations  of 
beta-lactam  antibiotics,  especially  anti-pseudomona 
penicillin  plus  cephalosporins.®®  Studies  showed  a high  rate 
of  antagonism  with  these  genera,  particularly  combina- 
tions including  cefoxitin.®*'  The  frequency  of  antagonism 
is  less  for  combinations  which  include  cefamandole, 
cephalothin,  or  cefotaxime.  Implications  of  these  studies 
are  that  combinations  of  beta-lactam  antibiotics  have 
therapeutic  potencial  but  that  certain  combinations,  for 
instance,  those  including  cefoxitin,  should  be  avoided 
and  that  susceptibility  tests  should  be  conduced 
whenever  possible.  At  present,  optimal  antimicrobial 
treatment  entails  the  use  of  potentially  synergistics 
combinations  of  antibiotics;  the  combination  of  an  anti- 
pseudomonas penicillin  plus  an  aminoglycoside  is 
probably  the  most  effective  one.  Combinations  of  beta- 
lactam  antibiotics  are  predominantly  antagonistic  in 
vitro  and  should  therefore  be  administered  cautiously  to 
granulocytopenic  patients.  Further  studies  should  eval- 
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uate  newer  antibiotics,  especially  the  third  generation 
cephalosporins. 

Duration  of  Therapy 

This  question  is  pertinent  to  two  common  stuations; 
how  long  therapy  should  be  continued  in  the  patient  with 
documented  infection  and  the  approach  to  the  patient 
whose  initial  evaluation  has  failed  to  reveal  and  infection 
and  who  persists  with  fever  in  spite  of  broad-spectrum 
antibiotics. 

It  seems  clear  that  for  patients  whose  granulocytopenia 
resolves  and  does  not  have  a continued  focus  of  infection, 
a 10-14  day  course  of  therapy  is  likely  to  be  adequate. 
Patients  who  remain  granulocytopenic  beyond  14  days  of 
appropriate  antibiotic  therapy  for  a proven  infection  may 
require  longer  courses  of  therapy,  but  this  is  only  clearly 
established  if  there  is  residual  evidence  of  infection  at  the 
time.  The  risk  of  stopping  therapy  too  early  is  that  the 
infection,  perhaps  held  in  check  by  the  antibiotics,  will 
again  flare  and  become  potentially  life-threatening.  How 
long  antibiotics  should  be  continued  for  a granulocyto- 
penic patient  with  documented  infection  is  still  unresolved. 
The  appropriate  duration  of  antibiotic  therapy  when  no 
infectious  source  can  be  identified  was  unknown  until 
Pizzo  et.  al  prospectively  study  306  episodes  of  fever  and 
granulocytopenia  in  143  patients  with  leukemia  or  solid 
tumor.®*  After  an  extensive  diagnostic  workup,  therapy 
was  then  started  with  broad  spectrum  antibiotic  regimen: 
cephalothin,  gentamicin,  and  carbenicillin.  After  seven 
days  of  empiric  therapy,  those  patients  with  fever  and  no 
infectious  source  indentified  who  became  afebrile  with 
empiric  antibiotics  but  whose  neutrophils  remained  less 
than  500  per  ul  were  randomized  to  either  continue  or 
discontinue  to  receive  antibiotics.  In  only  half  of  the 
patients  could  an  infectious  etiology  be  initially  establi- 
shed. The  remaining  episodes,  (46%)  were  considered  as 
fever  of  unexplained  origin  and  could  be  divided  into  low 
and  high-risk  categories. 

Low-risk  episodes  of  fever  of  unknown  origin  were 
associated  with  resolution  of  granulocytopenia  within 
the  first  seven  days  after  the  onset  of  fever  and  initiation 
of  empiric  antibiotic  therapy.  In  61%  of  fever  of 
unknown  origin  this  pattern  of  granulocyte  recovery  was 
demonstrated,  and  in  94%  of  these  the  patients  also 
became  afebrile.  In  none  of  these  patients  with  fever  of 
unknown  origin  did  fever  recur  or  other  infectious 
complications  develop  when  antibiotic  therapy  was 
discontinued  upon  the  resolution  of  granulocytopenia. 
Thus,  the  recommendation  for  a brief  course  of  empiric 
antibiotic  therapy  in  cancer  patients  with  fever  of 
unknown  origin  appears  appropriate  for  patients  in 
whom  safe  granulocyte  levels  are  attained  within  the  first 
week  of  empiric  therapy.  In  contrast,  the  patients  with 
fever  of  unknown  origin  whose  granulocyte  count 
remains  profoundly  depressed  (granulocytes  less  than 
500  ul)  beyond  seven  days  should  be  considered  in  a high 
risk  category.  The  patients  in  39%  fall  in  this  category. 
After  seven  days  of  empiric  antibiotic  therapy,  the 
patients  in  59%  had  become  afebrile  while  receiving  the 
empiric  antibiotic  regimen,  whereas  in  41%  the  patients 
remained  febrile  while  receiving  antibiotics.  The  signifi- 


cant recurrence  of  fever  and  or  infections  in  41%  of  the 
patients  randomized  to  discontinue  antibiotic  therapy 
(compared  to  the  lack  of  infectious  complication  in 
patients  randomized  to  continue  empiric  antibiotic 
therapy)  suggest  that  these  patients  had  initially  profited 
from  the  empiric  antibiotic  regimen  and  that  the  onset  of 
fever  and  infection  reflected  the  premature  discon- 
tinuation of  effective  antimicrobial  therapy.  Whether 
these  patients  who  have  remained  afebrile  had  they 
received  somewhat  longer  course  of  antibiotic  therapy 
(14  days),  even  if  they  continued  to  be  granulocytopenic 
beyond  the  14  days,  remains  to  be  resolved. 

This  study  suggests  that  it  is  beneficial  to  continue 
empiric  antibiotic  therapy  in  patients  with  fever  of 
unknown  origin  who  have  become  afebrile  but  who 
ramain  profoundly  ganulocytopenic.  Whether  such 
therapy  should  be  continued  for  the  duration  of  the 
granulocytopenia  or  for  a 14  day  course  is  currently 
under  evaluation. 

What  to  do  in  patients  on  empiric  antimicrobial 
theraphy  who  remains  febrile  and  granulocytopenic? 

Empiric  Therapy  for  Fungal  Infections 

Pizzo  et.  al.  prospectively  evaluated  continued  antibiotic 
therapy  and  early  empiric  antifungal  therapy  in  patients 
with  prolonged  fever  and  granulocytopenia.®^  In  50 
patients  in  whom  initial  evaluation  did  not  demonstrate 
an  infectious  etiology,  fever  and  granulocytopenia 
continued  after  seven  days  of  therapy  with  cephalothin, 
gentamicin,  and  carbenicillin.  These  patients  were 
randomized  to  either  discontinue  receiving  the  antibiotics 
(Group  1),  continue  receiving  antibiotics  (Group  2),  and 
continued  receiving  antibiotics  with  the  addition  of 
empiric  amphotericin  B (Group  3).  Clinically  or  micro- 
biologically  demonstrable  infections  occured  in  9 of  16 
patients  who  discontinued  the  antibiotics,  of  these  6 
experienced  shock  (Group  1);  compared  with  6 of  16 
patients  who  continued  the  antibiotics  (Group  2),of  these 
5 developed  fungal  infections;  and  in  2 of  1 8 patients  who 
continued  the  antibiotic  regime  plus  amphotericin  B 
(Group  3).  The  incidence  of  infections  was  less  for 
patients  receiving  the  antibiotics  plus  amphotericin  B 
than  for  patients  who  discontinued  the  antibiotic  regime. 

These  studies  suggests  that  continuing  antibiotic 
therapy  reduces  early  bacterial  infections  in  patients  with 
persistent  fever  and  granulocytopenia  and  that  empiric 
antifungal  therapy  also  appears  necessary  to  prevent 
fungal  superinfections  and  to  control  clinically  undetected 
fungal  invasion. 

Failures  of  Empiric  Therapy 

About  30%  of  febrile  granulocytopenic  patients  who 
receive  empiric  antibiotic  fail  to  respond.  Some  of  these 
patients  die  as  a result  of  profound  granulocytopenia 
related  to  their  uncontrolled  underlying  neoplastic 
disease.  Others  fail  to  respond.  Some  of  these  patients  die 
as  a result  of  profound  granulocytopenia  related  to  their 
uncontrolled  underlying  neoplastic  disease.  Others  fail  to 
respond  as  a result  of  the  persistence  of  infection  despite  of 
empiric  antimicrobial  therapy. 
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In  most  of  these  patients,  if  not  in  all,  granulocytopenia 
remains  an  aggravating  factor. 

If,  under  these  conditions,  infection  can  be  microbiolo- 
gically  documented,  therapy  should  be  carefully  adjusted 
to  the  in  vitro  sensitivity  of  the  infecting  pathogen. 
Antibiotics  should  be  selected  with  the  goal  of  a high  level 
of  serum  bactericidal  activity  (more  than  1:16).  If  bacte- 
remia persists  or  local  infection  progresses  in  spite  of 
adequate  antimicrobial  adjustment,  an  undrained  focus  of 
infection  should  be  carefully  sought.  Computerized 
tomography  and  isotopic  scans  performed  with  labeled 
granulocytes  may  be  helpful.  In  granulocytopenic  patients 
thrombocytopenia  is  often  a complicating  factor,  and 
surgical  intervention  is  often  hazardous;  such  a procedure 
can  be  performed  in  conjuntion  with  platelet  transfusions. 
Nevertheless,  drainage  of  localized  infection  sites  in 
neutropenic  patients  often  leads  to  major  tissue  damage. 

Granulocyte  Transfusions 

In  cases  of  unresponding  bacterial  sepsis  in  granulocy- 
topenic patients,  granulocyte  transfusions  are  definitely 
indicated.  Several  clinical  trials  have  established  the 
effectiveness  of  such  transfusions  in  patients  with  granulo- 
cytopenia and  microbiologically  demonstrated  sepsis, 
especially  when  the  latter  condition  results  from  a 
localized  undrained  infection.  This  beneficial  effect  was 
evidenced  primarily  among  patients  whose  bone  marrow 
failed  to  recover. Unfortunately,  it  is  seldom  possible  to 
anticipate  in  advance  those  patients  in  which  bone 
marrow  recovery  will  occur  in  time  to  control  the 
infection.  Controversy  exists  over  the  role  of  granulocyte 
transfusions  in  the  management  of  fungal  infections.  A 
recent  report  suggests  that  the  administration  of 
amphotericin  B plus  granulocyte  transfusions  is  associated 
with  fatal  pulmonary  infiltrates.^' 

The  question  of  whether  granulocyte  transfusions 
should  be  given  in  an  empiric  fashion  or  prophylactically 
has  been  studied  by  various  groups.  These  studies  suggest 


that  the  empiric  use  of  granulocyte  transfusions  is  not 
indicated.''^  Also,  there  appears  to  be  a serious  risk  of 
alloimmunization,  which  may  impede  platelet  transfusion 
support,  as  well  as  a significant  risk  of  cytomegalovirus 
transmission  and  infection. 

Conclusion 

The  frequency  and  severity  of  bacterial  infections  in 
these  patients  make  the  empiric  use  of  broad-spectrum 
antimicrobial  therapy  mandatory  (see  figure  1).  At 
present,  optimal  antimicrobial  treatment  entails  the  use  of 
potentially  synergistic  combinations  of  antibiotics;  the 
combination  of  an  anti-pseudomonas  penicillin  (carbeni- 

TABLE  II 


Recommended  Dosages  of 
Anti-Pseudomonas  Penicillin 


Total 

Usual 

Daily 

Sodium 

Penicillin 

Dosage 

Dosage 

Content 

(grams) 

(grams) 

( mEq/gram) 

Carbenicillin 

5 q 4 hr 

30  - 40 

5.28 

Ticarcillin 

q 4 hr 

18  - 24 

5.20 

Mezlocillin 

3 q 4 hr 

16  - 24 

1.85 

Piperacillin 

3 q 4 hr 

16  - 24 

1.85 

Azlocillin 

3 q 4 hr 

16  - 24 

2.17 

cillin,  ticarcillin,  mezlocillin,  piperacillin,  or  azlocillin) 
with  an  aminoglycoside  (gentamicin,  tobramycin, 
amikacin,  or  netilmicin)  is  the  most  effective  (see  Table  II 
and  Table  III  for  dosage).  The  combination  of  beta- 
lactam  antibiotics  are  potentially  antagonistic  in  vitro  and 
should  therefore  be  administered  cautiously  to  granulocy- 
topenic patients. 


Figure  1 
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TABLE  III 


RECOMMENDED  DOSAGES  OF  AMINOGLYCOSIDES 

Loading  Dose 

Maintenance 

Desirable  Serum 

(mg/Kg) 

Dosage  (mg/Kg) 

Levels  (ug/ml) 

Drug 

Peak 

Through 

Kanamycin* 

7.5 

7.5  q 12  hr 

20-25 

5-10 

Gentamicin 

2 

1.5-1. 7 Q 8 hr 

5-8 

1-2 

Tobramycin 

2 

1. 5-1.7  q 8 hr 

5-8 

1-2 

1.5-1. 7 q 8 hr 

Amikacin** 

7.5. 

or 

20-25 

5-10 

5 q 8 hr 

Netilmicin 

2 

2 q 8 hr 

6-10 

1-2 

* No  significant  activity  against  Pseudomonas  aeruginosa. 

* ‘Aminoglycoside  of  choice  for  gentamicin  resistant  microorganism. 

The  response  of  the  granulocytopenic  patient  to 
empiric  antimicrobial  therapy  is  influenced  mainly  by  the 
evolution  of  the  granulocyte  count.  When  granulocyto- 
penia persists  in  patients  responding  well  to  empiric 
therapy,  treatment  should  probably  be  continued  until 
the  granulocyte  count  returns  to  normal. 

About  30%  of  granulocytopenic  patients  receiving 
empiric  antimicrobial  therapy  for  fever  fail  to  respond.  In 
some  of  these  patients,  the  persistence  of  bacterial  sepsis 
despite  broad  spectrum  antibiotics  can  be  retrospectively 
documented.  These  patients  should  be  investigated  for 
the  presence  of  a localized  infection,  and  granulocyte 
transfusions  should  be  added  to  a regimen  of  antimicro- 
bial therapy  that  has  been  adjusted  to  the  in  vitro 
sensitivity  of  the  pathogen. 

The  most  difficult  group  of  patients  with  which  to  deal 
are  those  with  fever  of  unknown  origin  that  persists  in 
spite  of  the  empiric  use  of  broad  spectrum  antibiotics. 
These  granulocytopenic  patients  are  a high  risk  for 
disseminated  fungal  infections.  Empiric  therapy  with 
amphotericin  B should  probably  be  undertaken  in  these 
patients  if  broad  spectrum  antimicrobial  therapy  remains 
unsuccessful  after  a few  days.  Granulocyte  transfusions 
should  be  used  in  patients  with  documented  bacterial 
septicemia,  or  to  patients  with  a localized  infection  which 
is  progressing  in  spite  of  appropriate  antimicrobial 
therapy.  Granulocytes  transfusions  should  be  used 
cautiously  in  patients  receiving  amphotericin  B because 
of  the  risk  of  serious  pulmonary  reactions  when  both  are 
use  concomitantly. 
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SCABIES 


Scabies  is  a highly  contagious  ectodermal  parasitic 
disease  which  is  spread  mainly  by  close  personal 
contact.  The  disease  is  most  common  in  children  where 
transmission  is  usually  within  playgroups,  and  families. 
Transmission  also  occurs  in  adults  exposed  to  infested 
individuals  during  sexual  activity.' 

There  has  been  a resurgence  of  scabies  in  recent  years 
in  most  parts  of  the  world,  including  the  United  States. 
Since  sacabies  is  not  reportable  in  the  United  States, 
accurate  figures  showing  increased  infestation  are  not 
available.  The  social  hygiene  clinics  of  the  New  York  City. 
Department  of  Health  have  seen  a 1 17  percent  increase  in 
the  incidence  of  scabies  from  1978  (214  cases)  to  1982(465 
cases).  There  has  also  been  an  increase  in  the  less  familiar, 
less  typical  formas  of  scabies  such  as  scabies  with  syphilis, 
nodular  scabies.  Norwegian  (crusted)  scabies,  and  scabies 
incognito.^  These  manifestations  of  scabies  are  more 
difficult  to  recognize  and  easier  to  misdiagnose.^  Although 
scabies  is  not  a serious  disease,  complications  from 
secondary  infections  may  be  grave.  These  complications 
include  internal  absecesses,  pyelonephritis,  pyogenic 
pnelimonia,  and  septicemia.  Because  scabies  is  extremely 
contagious  and  easily  transmitted,  prompt  diagnosis  and 
treatment  are  required  to  prevent  its  spread. 

Parasitology 

Scabies  is  caused  by  the  acariñe  arthropod,  Sarcoptes 
scabiei.  The  species  has  a number  of  varieties,  each  of 
which  is  host  specific.  S.  scabiei  var.  /lomwA  causes  scabies 
in  man.  Varieties  that  infest  other  mamals  will  not  survive 
for  long  on  human  skin. 

S.  scabiei  is  a white,  eyeless,  oval,  flattened,  translucent 
mite  measuring  approximately  0.2  x 0.15  mm  (male)  and 
0.4  X 0.3  mm  (female).  The  body  has  transverse  corruga- 
tions, with  brown  spines  and  bristles  on  the  dorsal  surface. 
The  adult  mite  has  four  pairs  of  legs  arising  from  the 
ventral  surface  of  the  fused  cephalothorax. 

S.  scabiei  var.  hominis  is  an  obligate  human  parasite 
and  will  survive  only  two  to  three  days  away  from  human 
skin.^  The  organism  must  complete  its  entire  life  cycle, 
from  egg  to  egg  laying  adult,  on  a human  body.  The  male 
has  a shorter  lifespan  than  the  female  and  plays  a smaller 
role  in  spreading  the  disease.  The  female  is  impregnated 
only  once  and  then  lays  fertile  eggs  for  the  rest  of  her  life. 
The  impregnated  female  digs  a burrow  (the  characteristic 
lesion  of  scabies)  in  the  horny  layer  of  the  epidermis.  Here 
she  remains  for  about  30  days  constantly  extending  the 
burrow  and  laying  eggs  along  it;  she  then  dies. 


Reprinted  from  City  Health  Information.  New  York  Department  of 
Health.  1983:  2(37). 


The  eggs  hatch  in  three  to  four  days;  the  emerging 
larvae  leave  the  burrow  to  reach  the  surface  of  the  skin, 
where  they  pass  through  the  larval  and  nymphal  stages. 
Maturation  into  adult  mites  occurs  in  14  to  17  days.  The 
female  may  lay  40-50  eggs  in  her  lifetime,  of  which  less 
than  10  persent  survive  to  produce  adult  mites.  The  mite 
population  on  any  individual  patient  is  small,  averaging 
eleven  mites.'* 

A previously  uninfested  individual  will  not  develop 
symptoms  for  a month  or  more  following  infestation;''  but 
a previously  infested  individual  will  develop  symptoms 
within  24  hours.  The  degree  of  the  pruritus  is  the  same  in 
primary  and  secondary  infestation. 

Signs  and  Symptoms 

Pruritus  is  the  outstanding  symptom  of  scabies  and  is 
particularly  intense  at  night.  The  characteristic  lesion  is 
most  commonly  seen  on  the  fingers  (especially  on  the 
finger  webs),  penis,  axillae,  feet,  legs  and  lower  buttocks, 
flexor  surface  of  the  wrists,  and  umbilicus.  In  the  female 
the  breast  may  be  infested.  The  back,  chest  and  head  are 
otherwise  usually  spared  in  adults,  but  in  infants  all  skin 
surfaces  including  the  head  are  susceptible.  The  burrow  is  a 
thin  (0.3-0. 5 mm),  elevated,  grayish-white,  serpiginous 
tract  about  10  mm  long,  often  capped  by  a small  vesicle. 
Secondary  excoriations  due  to  scratching  may  obscure  the 
primary  lesions.  Other  lesions  that  may  be  noted  are 
erythematous  papules,  often  excoriated  because  of  the 
pruritus;  urticarial  wheals;  indurated  nodules;  and  various 
elements  of  pyoderma.^  The  nodules  usually  appear  on  the 
elbows,  anterior  axillary  folds,  and  male  genitalia;  they 
present  as  firm,  brown  pruritic  lesions  that  clear  slowly. 
These  may  persist  after  treatment  and  do  not  indicate  a 
need  for  continued  medication. 

Scabies  presents  differently  in  children,  especially 
infants,  lesions  are  often  present  on  the  neck,  head,  palms 
and  soles.®  Vesicles  and  bullae  (uncommon  in  adults)  may 
be  present  in  the  young.  Since  sucn  lesions  are  found  in 
other  dermatoses,  and  the  pathognomonic  burrows  may 
be  absent,  a high  index  of  suspicion  is  required  when 
young  children  presenting  such  lesions  are  examined.^  A 
careful  history,  including  the  patients’s  country  of  origin 
and  the  presence  of  pruritus  in  other  family  members, 
may  lead  to  the  correct  diagnosis, 
and  the  presence  of  pruritus  in  other  family  members,  may 
lead  to  the  correct  diagnosis. 

Atypical  forms  of  scabies  exist;  they  are  rare  and 
difficult  to  recognize.  When  misdiagnosed,  they  are  an 
important  means  of  spreading  scabies.  Norwegian  or 
crusted  scabies  occurs  in  physically  and  mentally  debilitat- 
ed individuals.  Crusted  scabies  is  manifested  by  thick 
crust  on  the  palms,  soles,  extensor  surfaces  of  the 
extremities,  buttocks,  and  ears,  and  dystrophy  of  the  nails. 
There  is  only  minimal  pruritus.  The  condition  is,  however. 
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highly  contagious  because  of  the  extremely  high  mite 
population  present  in  the  crusts.  Individuals  who  are 
immunologically  compromised  are  susceptible  to  this 
form  of  scabies;  there  also  seems  to  be  a predilection  of 
Norwegian  scabies  for  individuals  with  leprosy  and 
Down’s  Syndrome. 

A form  of  scabies  characterized  by  a minimum  of 
symptoms  and  usually  by  the  absence  of  burrows,  is  seen 
in  individuals  who  are  obsessed  with  cleanl'iness  and  bathe 
very  often.  This  is  known  as  “scabies  of  the  cultivated”.’ 
Another  from  of  scabies  termed  “scabies  incognito” 
results  when  the  infestation  is  misdiagnosed  and  treated 
with  corticosteroids.  The  symptoms  and  signs  of  scabies 
may  improve  although  the  infestation  perists  and  remains 
transmissible.  Atypical  scabies  has  been  reported  in  a 
patient  with  Pneumocystis  carinii  pneumonia.* 

Epidemiology 

The  prevalence  of  scabies  varies  in  different  parts  of  the 
world,  ranging  from  6 percent  to  as  much  as  27  percent 
among  the  general  population.^  Scabies  affects  persons  of 
all  ages  but  the  incidence  is  different  among  the  various 
age  groups.  Most  large  series  of  patients  with  scabies  have 
shown  that  60  to  80  percent  of  them  have  acquired  the 
disease  sexually  or  by  sleeping  in  the  same  bed  with  an 
infested  individual.*  Tuzun  and  associates'®  have  demon- 
strated that  persons  15  to  44  years  of  age  (the  period  of 
greatest  sexual  activity)  have  the  highest  prevalence,  over 
45  years  of  age,  there  is  a reduced  incidence  of  scabies.  The 
incidence  in  young  children  differs  with  geographic 
location  and  age.’  Most  studies  indicate  a greater 
frequency  in  men  than  in  women.  High  rates  of  infestation 
have  been  reported  in  overcrowded  institutions,  hospitals 
and  dormitories. 


Transmission 

Transmission  of  the  disease  is  mainly  by  personal, 
intimate  contact.  Children  are  often  infested  by  their 
parents  or  playmates.  Transmission  frequently  occurs  in 
families,  so  that  the  entire  household  must  be  treated  when 
one  member  is  infested  with  scabies.  In  the  adult,  sexual 
contact  is  the  most  significant  factor  in  the  transmission  of 
scabies.  Other  modes  of  spread  include  such  activites  as 
dancing,  petting  or  holding  hands. 

Mites  can  survive  for  several  days  away  from  human 
skin,  and  anv  contact  that  permits  the  transfer  of  mites  such 
as  wrestling  mats,  borrowed  clothes,  closets,  beds,  etc.  is  a 
potential  means  of  transmission.  Because  of  the  high  mite 
population  on  each  individual,  Norwegian  scabies  is  a 
source  of  most  ourbreaks  in  nursing  homes,  mental 
institutions  and  hospitals. 

Diagnosis 

The  diagnosis  of  scabies  is  indicated  by  an  intense 
pruritus  that  lasts  for  days  or  weeks,  is  worse  at  night,  and  is 
associated  with  the  burrows  described  above.  A history  of 
contact  with  a scabies-infested  person  supports  the  diag- 
nosis. Microscopic  examination  of  skin  scrapings  identi- 
fying parts  of  the  mite,  its  eggs,  and/or  scybala  (fecal 


pellets)  confirms  the  diagnosis.  It  is  best  to  extract  the 
parasite  or  its  products  from  an  early,  unexcoriated 
burrow,  generally  found  on  the  finger  web.  This  is  done  by 
placing  a drop  of  mineral  oil  over  the  burrow  with  a sterile 
scalpel  blade  and  scraping  off  the  top  of  the  burrow.  The 
burrow  contents  are  transferred  to  a glass  slide  and 
examined  under  the  microscope.  A skin  biopsy  will  also 
show  the  organism. 

Covering  the  scabietic  papule  with  ink  from  a fountain 
pen  and  immediately  wiping  off  the  surface  ink  from  the 
lesion  with  an  alcohol  pad  may  help  to  identify  the 
burrow." 

Scabies  can  imitate  many  dermatologic  conditions. 
When  the  pathognomonic  burrows  have  been  excoriated,  it 
may  be  mistaken  for  eczema;  therapeutic  trial  can  be  of 
value  in  this  situation.  All  pruritic  dermatoses,  neurotic 
excoriations,  dermatitis  herpetiformis,  pediculosis, 
pyoderma,  lichen  planus,  Darier’s  disease  and  necrotizing 
vasculitis  may  simulate  scabies.  It  may  also  be  superimposed 
on  other  conditions  such  as  mycosis  fungoides,  psoriasis, 
and  systemic  lupus  erythematosus,  or  it  may  coexist  with 
other  sexually  transmitted  diseases  (STDs).  A diagnosis  of 
scabies  in  adults  should  always  be  followed  by  a search  for 
other  STDs  such  as  Neisseria  gonorrhoeae  and  syphilis. 

Treatment 

The  treatment  of  choice  for  scabies  is  gamma  benzine 
hexachloride  (GBHC)  also  known  as  lindane.  Because  of 
the  drug’s  potential  for  toxicity,  the  patient  must  be 
carfully  instructed  in  its  use.  Misuse  of  lindane  may  cause 
central  nerovus  system  toxicity,'’  and  too-frequent  use  of 
the  drug  may  cause  contact  dermatitis.  Lindane  is  applied 
to  the  entire,  body  from  the  neck  down;  a preliminary 
shower  or  bath  is  not  recommended.  The  medication  is  left 
on  for  12  hours,  then  washed  off  thoroughly  in  the  bath.  If 
active  mites  can  be  demonstrated  7 days  after  initial 
treatment,  a second  application  is  necessary.  There  is 
dramatic  relief  from  pruritus  within  48  hours.*  Because  the 
incubation  period  of  scabies  may  be  long,  (as  much  as  two 
months  after  exposure),'’  contacts  should  be  treated 
simultaneously.  These  include  sexual  partners,  family 
members,  persons  who  have  shared  the  same  bedding, 
sleeping  quarters,  clothes,  closets,  etc.  Clothing  and 
bedding  need  not  be  treated  but  should  be  machine 
washed  and  machine  dried  (hot  cycles). 

Since  the  potential  for  toxicity  from  topically  applied 
GBHC  is  greater  in  the  young  because  of  percutaneous 
absortion,  children  are  treated  for  six  hours  rather  than  12. 
GBHC  is  then  washed  off  in  the  bath.  It  should  not  be  used 
in  children  who  may  lick  medication  off  the  skin  surface. 
Some  physicians'’  will  not  prescribe  lindane  for  infants, 
young  children,  pregnant  women  and  nursing  mothers 
until  there  is  more  data  regarding  its  toxicity. 

The  occasional  patient  who  does  not  respond  to 
lindane  can  be  treated  with  the  scabicide  crotamiton.  For 
adults,  crotamiton,  is  applied  from  the  neck  downwards 
after  bathing;  a second  application  is  administered  24 
hours  later,  followed  by  a cleansing  bath  in  24  to  48  hours. 
For  infants,  five  daily  application  of  crotamiton  may  be 
more  effective.'* 

If  lindane  and  crotamiton  are  contraindicated  or 
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unsucessful,  sulfur  ointment  (5  to  10  percent  in  petrolatum) 
can  be  applied  nightly  for  3 nights. 

Because  of  hypersensitivity  which  may  continue  for 
several  weeks  after  destruction  of  the  mites,  the  completion 
of  treatment  will  not  eliminat  all  symptoms  of  the  disease. 
It  is  advisable  to  inform  patients  of  this  fact  and  caution 
them  not  to  intensify  or  prolong  the  treatment  (especially 
with  lindane)  beyond  what  was  prescribed. 
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preferidos  a los  cubanos,  pues  son  más  cómodos  y 
duraderos.  I niopidlhi  coi  lYsia  de  I')oIoi  y\  \lcihlcz-(.  aduon.  M.lb 


¡La  excelencia  nos  puso  al  frente... 
nuestros  clientes  nos  mantienen  ahí! 


* Con  un  Departamento  de  Renta 
Diaria  siempre  listo  para  ayudarle  a 
resolver  sus  necesidades  inmediatas  y 


* Primera  en  facilidades  y recursos. 


* Más  de  2,500  clientes  individuales  y 
corporativos,  con  más  de  5,000  unidades. 


Gelco  es  el  líder  en  la  industria  de  arrendamiento  de  vehículos  con 
hondas  raíces  en  nuestra  sociedad  puertorriqueña. 

Con  20  años  de  sólida  experiencia  que  se  traducen  en 
óptimos  y variados  servicios  para  nuestros  clientes. 


Con  los  mejores  servicios  y las  más  esmeradas 
atenciones. 


a corto  plazo. 


Gelco  Vehicle  Leasing,  Inc. 

Carretera  No.  2,  Km.  6.8 
Villa  Caparra 

782-1717  Administración/Renta  Diaria 
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GEIGO 


ELECTROeáiRDIOCRAfíA 

PEDIATRICA 


Un  adolescente  atlético  es  referido  para  evaluación  por  un  pulso  irregular  y un  electrocar- 
diograma que  fue  interpretado  como  “posible  bloqueo  cardiáco”.  El  joven  de  15  años  está 
asintomático  desde  el  punto  de  vista  cardiovascular,  sin  intolerancia  al  ejercicio  ni  sintomas  que 
sugieran  síncope  y no  toma  medicamento  alguno. 

El  exámen  físico  es  completamente  negativo  al  igual  que  la  radiografía  de  tórax.  Las  pruebas  de 
laboratorio  revelan  electrolitos  séricos,  calcio,  fósforo  y glucemia  normales.  Un  ecocardiograma 
M-modo  también  fue  normal. 

Parte  del  trazado  electrocardiográfico  del  paciente  aparece  en  la  figura  1. 

¿Cuál  es  su  diagnóstico? 


Figura  1 
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Diagnóstico 

1)  Ondas  U 

2)  Arritmia  sinusal 

Discusión 

La  onda  IJ  cs  una  deflección  de  bajo  voltaje  que  se 
inscribe  de  0.02  a 0.04  see  después  del  final  de  la  onda  T. 
Usualmente  tiene  la  misma  polaridad  que  la  onda  T y 
normalmente  su  amplitud  no  es  más  de  25%  de  la  onda  T 
que  le  antecede.'  En  algunos  casos  la  onda  U se  superpone 
a la  onda  T haciendo  su  identificación  muy  dificil.  La 
onda  U puede  verse  en  las  derivaciones  electrocardiográ- 
ficas  11,  111  y mejor  en  las  precordiales  3 y 4.  En  términos 
generales  es  una  onda  positiva  siempre  y cuando  la  sístole 
sea  normal. 

En  la  figura  1 las  ondas  IJ  son  señaladas  por  las 
Hechas;  y como  puede  apreciarse  en  el  trazado,  también 
hay  una  arritmia  sinusal  leve.  Esta  arritmia  es  coincidental 
y no  está  relacionada  con  la  onda  IJ. 

Sobre  la  génesis  de  esta  onda  se  han  dado  numerosas 
intcrpretacicmes,  la  mayoría  cree  que  es  causada  por  los 
potenciales  prcKlucidos  pc'r  la  distensión  del  músculo  ven- 
tricular durante  la  fase  de  llenado  rápido.  Lepeschkin  la 
rclacic'iia  con  los  post  pcUenciales  (iriginados  pc'r  un  acú- 
mulo de  potasio  que  abandonan  la  célula  durante  el  pro- 
ceso de  la  repolarización. ^ 

El  significado  exacto  de  la  (mda  IJ  se  desconoce  pero  se 
sabe  pueden  aparecer  coiik'  efecto  de  algunos  medicamen- 
tos (digoxin,  quinidina,  epinefrina),  desbalance  electroli- 
tico  (hip(ikalemia),  tirotoxicosis  e hipercalcemia.’  Eai 
ausencia  de  alguno  de  estos  factores  las  ondas  U iK'rmales 
n('  traducen  ningún  trastorne'  electií'fisiológice'  significa- 
tive'. Pe'deme^s  verlas  en  le's  trazade's  de  muche's  nine's  sin 
cardiopap'as  ni  disritmias.  En  nuestra  experiencia,  no  tie- 
nen consecuencia  clínica  alguna  ni  requieren  tratamiento 
específice'. 
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Figure  B 


Figure  A 


igure  A is  a midliné,  longitudinal  section  of  a 25  weeks  gravid  uterus.  Figure  B is  a transverse 
image  of  the  cervical  portion  of  the  uterus.  The  most  likely  diagnosis  is; 

A.  Placenta  Previa 

B.  Subchorionic  hemorrhage 

C.  Hourglass  membranes 

D.  Placenta  increta 
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DIAGNOSIS:  (C)  Hourglass  membranes 
Discussion 

Hourglass  membranes  is  a descriptive  term  applied  to 
the  protrusion  of  the  chorio-amniotic  membranes  through 
an  incompetent  endocervical  canal.  The  protruding 
membranes  produce  a bulge  through  the  external  os  of  the 
cervix  and  the  diagnosis  is  usually  made  on  a clinical 
examination.  Occasionally,  the  diagnosis  is  first  made  on  a 
routine  sonogram  since  the  entity  may  present  no 
significant  symptomatology.  Figures  A and  B clearly 
demonstrate  the  lower  part  of  the  chorio-amniotic 
membranes  as  they  enter  into  the  opened  endocervical 
canal  and  extend  down  into  the  vagina.  The  sonographic 
examination  must  be  conducted  with  a mild  degree  of 
bladder  distention  in  order  to  avoid  false  positive  results. 
Prompt  recognition  of  this  entity  may  be  life-saving  to  the 
fetus  since  abortions,  premature  rupture  of  the  membranes 
and  prolapse  of  the  umbilical  cord  are  frequent  complica- 
tions. 

The  above  mentioned  alternatives  of  placenta  previa 
and  subchorionic  hemorrhage  are  readily  excluded  since 
the  placenta  is  postero-fundal  in  location  and  lacks 
subchorionic  dominant  masses.  Placenta  increta  is  excluded 
by  identification  of  the  thin  retroplacental  hypoechoic  line 
(Fig.  A.) 


AVISO 

THE  AMERICAN  REGISTRY 
OF  DIAGNOSTIC  MEDICAL 
SONOGRAPHERS 

Diagnostic  Ultrasound  has  developed  within  the  last  10 
years,  into  a complex  diagnostic  modality  requiring  special 
training  and  technical  skills. 

The  American  Registry  of  Diagnostic  Medical  Sonographers 
(A.R.D.M.S.)  was  incorporated  in  June,  1975  for  the  purpose  of 
administering  examinations  for  certification  in  diagnostic 
medical  sonography.  It  has  the  recognition  of  the  American 
Institute  of  Ultrasound  in  Medicine  (A.I.U.M.),  the  Society  of 
Diagnostic  Medical  Sonographers  (S.d.M.S.)  and  the  Society  of 
Non-invasive  Vascular  Technologists  (S.N.I.V.T.). 

The  ARDMS  Executive  Board  is  composed  of  8 physicians, 

1 acoustical  engineer,  1 vascular  technologist,  12  sonographers 
and  1 consumer  representative.  The  Executive  Board  develops 
policies  for  planning  and  implementing  the  examinations.  Each 
specialty  is  represented  by  a physician  and  a registered 
sonographer  technologist  engaged  in  the  practice  of  clinical  or 
academic  ultrasound. 

Examinations  are  administered  annually  in  the  United 
States,  Canada  and  Puerto  Rico  under  the  direct  supervision  of 
the  ARDMS  at  23  test  sites.  Organizers  for  the  ARDMS  ensure 
that  examinations  sites  meet  ARDMS  standards  of  proctoring, 
quality  of  facilities,  confidentiality  of  exams  and  administration 
of  exams.  Dr.  Edda  C.  Quintero  has  served  as  organizer  for  the 
test  center  in  Puerto  Rico  since  1980.  A test  center  will  be 
available  this  year  at  the  Veterans  Administration  Hospital, 
once  more. 

There  are  several  stipulated  pre-requisites  in  order  to  be 
eligible  to  take  the  Registry  exam.  The  next  Registry 
Examination  is  scheduled  for  October  27  and  28,  1984. 
Applications  of  this  examination  are  available  from  the 
ARDMS  Central  Office  and  the  application  deadline  is  June  13, 
1984. 

As  organizers  for  ARDMS  Test  Center  in  Puerto  Rico  we 
urge  all  practicing  sonographers  to  request  information  and 
application  to  ARDMS  central  office  by  filling  and  mailing  the 
following  request: 



AMERICAN  REGISTRY  OF  DIAGNOSTIC 
MEDICAL  SONOGRAPHERS 
2810  Burnet  Ave.,  Suite  N 
Cincinnati,  Ohio  45219 


Application  Request/October  1984  Exams 

Date. 

Name: 

Address.  


Examination  Dates:  October  27  & 28,  1984. 
Deadline  to  apply:  June  13,  1984. 
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Heriberto  Pagán-Saez,  MI). 


The  following  are  computerized  tomographies  (CT)  of  a 21  years  old  female  who  developed 
severe  headache  and  loss  of  consciousness. 


Figure  1 Figure  2 


CT  without  and,  with  contrast  shows  a linear  high  density  area  localized  along  the  lower 
interfrontal  fissure  (Fig.  1).  A magnified  section  of  the  CT  after  contrast  (Fig.  2)  shows  an 
elongated  enhanced  area  in  the  vicinity  of  the  anterior  communicating  artery  segment. 

WHAT  IS  YOUR  DIAGNOSIS? 


* Director,  Department  of  Radioloftical  Sciences.  University  of 
Puerto  Rico,  Medical  Sciences  Campus,  San  ./uan,  Puerto  Rico  009.15. 
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Figure  3 


Diagnosis 

Aneurysm  of  the  communicating  segment  of  the 
anterior  cerebral  artery. 

Arteriography  (manual  substraction)  shows  a partially 
filled  (thrombosed)  aneurysm  with  associated  local 
arterial  spasm  secondary  to  the  subarachnoid  hemorrhage. 


Read  this  like 
your  life 
depends  on  it. 

Breast  cancer  found  early 
and  treated  promptly  has  an  ex- 
cellent chance  for  cure.  About  a 
week  after  your  period,  practice 
this  self-examination. 


1.  In  bath  or  shower. 

Fingers  flat,  move  opposite  hand 
gently  over  each  breast.  Check  for 
lumps,  hard  knots,  thickening. 


2.  In  front  of  a mirror. 

Observe  breasts.  Arms  at  sides. 
Raise  arms  high  overhead.  Any 
change  in  nipples,  contours, 
swelling,  dimpling  of  skin? 

Palms  on  hips:  press  down  firm- 
ly to  flex  chest  muscles. 


3.  Lying  down. 

Pillow  under  right  shoulder,  right 
hand  behind  head.  Left  hand 
fingers  flat,  press  gently  in 
small  circular  motions  starting 
at  12  o’clock.  Make  about  three 
circles  moving  closer  to  and 
including  nipple.  Repeat  on  left. 
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Batore  prescribing,  see  complete  prescribing  information  in 
SK4F  CO.  literature  or  PDR.  The  following  is  a brief  summary. 


f:  WARNING 

This  drug  is  not  indicated  tor  initial  therapy  of  edema  or 
hypertension  Edema  or  hypertension  requires  therapy 
titrated  to  the  individual  If  this  combination  represents  the 
dosage  so  determined,  its  use  may  be  more  convenient  in 
patient  management.  Treatment  of  hypertension  and  edema 
IS  not  static,  but  must  be  reevaluated  as  conditions  in  each 
patient  warrant 


Contraindications;  Concomitant  use  with  other  potassium- 
sparing agents  such  as  spironolactone  or  amiloride.  Further  use 
in  anuna,  progressive  renal  or  hepatic  dysfunction,  hyperkalemia 
Pre-existing  elevated  serum  potassium.  Hypersensitivity  to  either 
component  or  other  sulfonamide-derived  drugs 
Warnings;  Do  not  use  potassium  supplements,  dietary  or  other- 
wise, uniess  hypokalemia  develops  or  dietary  intake  of  potas- 
sium is  markedly  impaired.  If  supplementary  potassium  is 
needed,  potassium  tablets  should  not  be  used  Hyperkalemia 
can  occur,  and  has  been  associated  with  cardiac  irregularities.  It 
IS  more  likely  in  the  severely  ill,  with  urine  volume  less  than  one 
liter/day.  the  elderly  and  diabetics  with  suspected  or  confirmed 
renal  insufficiency  Periodically,  serum  K"*'  levels  should  be  deter- 
mined If  hyperkalemia  develops,  substitute  a thiazide  alone, 
restrict  K’*'  intake  Associated  widened  QRS  complex  or  arrhyth- 
mia requires  prompt  additional  therapy.  Thiazides  cross  the 
placental  barrier  and  appear  in  cord  blood  Use  in  pregnancy 
requires  weighing  anticipated  benefits  against  possible  hazards, 
including  fetal  or  neonatal  jaundice,  thrombocytopenia,  other 
adverse  reactions  seen  in  adults  Thiazides  appear  and  tri- 
amterene may  appear  in  breast  milk.  If  their  use  is  essential,  the 
patient  should  stop  nursing.  Adequate  information  on  use  in 
children  is  not  available.  Sensitivity  reactions  may  occur  in 
patients  with  or  without  a history  of  allergy  or  bronchial  asthma. 
Possible  exacerbation  or  activation  of  systemic  lupus  erythe- 
matosus has  been  reported  with  thiazide  diuretics. 

Precautions;  Do  periodic  serum  electrolyte  determinations  (par- 
ticularly important  in  patients  vomiting  excessively  or  receiving 
parenteral  fluids,  and  during  concurrent  use  with  amphotericin  B 
or  corticosteroids  or  corticotropin  [ACTH]).  Periodic  BUN  and 
serum  creatinine  determinations  should  be  made,  especially  in 
the  elderly,  diabetics  or  those  with  suspected  or  confirmed  renal 
insufficiency.  Cumulative  effects  of  the  drug  may  develop  in 
patients  with  impaired  renal  function  Thiazides  should  be  used 
with  caution  in  patients  with  impaired  hepatic  function.  They  can 
precipitate  coma  in  patients  with  severe  liver  disease.  Observe 
regularly  for  possible  blood  dyscrasias.  liver  damage,  other  idio- 
syncratic reactions  Blood  dyscrasias  have  been  reported  in 
patients  receiving  triamterene,  and  leukopenia,  thrombocyto- 
penia, agranulocytosis,  and  aplastic  and  hemolytic  anemia  have 
been  reported  with  thiazides.  Thiazides  may  cause  manifestation 
of  latent  diabetes  mellitus.  The  effects  of  oral  anticoagulants  may 
be  decreased  when  used  concurrently  with  hydrochlorothiazide: 
dosage  adjustments  may  be  necessary.  Clinically  insignificant 
reductions  in  arterial  responsiveness  to  norepinephrine  have 
been  reported  Thiazides  have  also  been  shown  to  increase  the 
paralyzing  effect  of  nondepolarizing  muscle  relaxante  such  as 
tubocurarine  Triamterene  is  a weak  folic  acid  antagonist.  Do 
periodic  blood  studies  in  cirrhotics  with  splenomegaly.  Anti- 
hypertensive  effects  may  be  enhanced  in  post-sympathectomy 
patients  Use  cautiously  In  surgical  patients.  Triamterene  has 
been  found  in  renal  stones  in  association  with  the  other  usual 
calculus  components.  Therefore,  Dyazide'  should  be  used  with 
caution  in  patients  with  histories  of  stone  formation.  A few  occur- 
rences of  acute  renal  failure  have  been  reported  in  patients  on 
Dyazide'  when  treated  with  indomethacin  Therefore,  caution  is 
advised  in  administering  nonsteroidal  anti-inflammatory  agents 
with  'Dyazide'.  The  following  may  occur;  transient  elevated  BUN 
or  creatinine  or  both,  hyperglycemia  and  glycosuria  (diabetic 
insulin  requirements  may  be  altered),  hyperuricemia  and  gout, 
digitalis  intoxication  (in  hypokalemia),  decreasing  alkali  reserve 
with  possible  metabolic  acidosis.  Dyazide'  interferes  with  fluores- 
cent measurement  of  quinidine.  Hypokalemia  is  uncommon  with 
Dyazide',  but  should  it  develop,  corrective  measures  should  be 
taken  such  as  potassium  supplementation  or  increased  dietary 
intake  of  potassium-rich  foods.  Corrective  rrtfeasures  should  be 
instituted  cautiously  and  serum  potassium  levels  determined. 
Discontinue  corrective  measures  and  Dyazide'  should  labora- 
tory values  reveal  elevated  serum  potassium.  Chloride  deficit 
may  occur  as  well  as  dilutional  hyponatremia.  Concurrent  use 
with  chlorpropamide  may  increase  the  risk  of  severe  hypo- 
natremia. Serum  FBI  levels  may  decrease  without  signs  of  thyroid 
disturbance  Calcium  excretion  is  decreased  by  thiazides. 
Dyazide'  should  be  withdrawn  before  conducting  tests  for  para- 
thyroid function. 

Thiazides  may  add  to  or  potentiate  the  action  of  other  antihyper- 
tensive drugs 

Diuretics  reduce  renal  clearance  of  lithium  and  increase  the  risk 
of  lithium  toxicity 

Adverse  Reactions;  Muscle  cramps,  weakness,  dizziness,  head- 
ache. dry  mouth,  anaphylaxis,  rash,  urticaria,  photosensitivity, 
i purpura,  other  dermatological  conditions;  nausea  and  vomiting, 
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ELECTROCARDIOGRAM 
OF  THE  MONTH 

Charles  I).  Johnson.  Mi).  KACC 


This  electrocardiogram  and  vectorcardiogram  were 
those  of  a 21-year-old  female  with  a heart  murmur 
and  acyanotic. 

Questions 

1.  Describe  the  patterns  illustrated. 

2.  What  is  the  likely  clinical  diagnosis? 


UPR  School  of  Medicine,  Section  of  Cardiology.  Rio  Piedras.  P.R.  00936. 


Frank  VCG.  10-12-71. 


F X 0.5 
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Answers 

Partial  Atrioventricular  Canal  Defect. 

Ostium  Primum  Atrial  Septal  Defect  with  cleft  mitral 
valve  and  mitral  regurgitation. 

Left  anterior  hemiblock  (LAH). 

Mild  incomplete  right  bundle  branch  block,  q waves  V,.2, 
V,R. 

Superior  counterclockwise  QRS  loops  in  right  sagittal  and 
frontal  planes. 

Abnormal  initial  QRS  vector. 

An  abnormal  initial  QRS  vector  in  secundum  atrial 
septal  defect  has  been  attributed  to  leftward  and  posterior 
rotation  of  the  interventricular  septum.  In  this  patient  it 
may  be  secondary  to  the  LAH  which  can  mimic  an 
anteroseptal  myocardial  infarction  because  of  the  initial 
inferior,  rightward  and  posterior  0.02  second  vector.  This 
can  result  in  a small  initial  q wave  in  ¥,.3. 

Selected  Reading 

I.  Chen  SC,  Arcilla  RA,  Cassels  DE,  et  al:  Abnormal  initial  QRS 
vectors  in  atrial  septal  defect.  Am  J Cardiol  24:  346,  1969. 


Mammography 
can  detect 
breast  cancers 
even  smaller 
than  the  hand 
can  feel. 


Low-dose  breast  x-ray, 
mammography,  is  giving  hope 
that  the  leading  cause  of  cancer 
deaths  in  women  will  be  greatly 
diminished. 

We  urge  women  without 
symptoms  of  breast  cancer,  ages 
35  to  39,  to  have  one  mammo- 
gram for  the  record,  women  40 
to  49  to  have  a mammogram 
every  1 to  2 years,  and  women 
50  and  over,  one  a year.  Breast 
self-examination  is  also  an  impor- 
tant health  habit  and  should  be 
practiced  monthly.  Ask  your 
local  Cancer  Society  for  free 
leaflets  on  both  subjects. 

The  American  Cancer 
Society  wants  you  to  know. 
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ResumenesWeT^^a 


TERAPIA  A LARGO  PLAZO  CON  PROSTAGLAN- 
DINA  El  EN  CARDIOPATIAS  CONGENITAS.  J Am 
Coll  Cardiol  1983;  3:838-843 

El  uso  de  las  prostaglandinas  del  tipo  E constituye  un 
avance  en  el  manejo  del  neonato  con  ciertas  cardiopatías 
congénitas.  Su  uso  para  mantener  el  ducto  arterioso 
patente  ha  sido  por  lo  general  por  períodos  cortos  de 
tiempo.  La  experiencia  con  su  uso  prolongado  e indicacio- 
nes para  el  mismo  no  está  claro.  En  este  artículo  la  Sección 
de  Cardiología  Pedriátrica  del  Hospital  de  Niños  del  Este 
de  Ontario  y de  la  Universidad  de  Ottawa  en  Canadá  nos 
informa  de  su  experiencia  con  prostaglandina  E,  a largo 
plazo. 

Diecisiete  neonatos  recibieron  prostaglandina  E,  endo- 
venosa en  infusión  por  un  período  promedio  de  39  días  (8  a 
104  días).  Siete  (grupo  I)  tenían  transposición  de  los  gran- 
des vasos  (TGV)  sin  comunicación  adecuada,  ocho  (grupo 
II)  tenían  atresia  pulmonar  o atresia  tricuspídea,  y dos 
(grupo  III)  con  coartación  de  aorta  e hipoplasia  del  arco. 

Hubo  un  aumento  significativo  del  POj  en  los  grupos  I 
y II,  seis  pacientes  del  grupo  I y dos  del  grupo  II  desarrolla- 
ron fallo  cardíaco  congestivo  y en  3 pacientes  del  grupo  I e 
igual  número  del  grupo  II  tuvieron  hiperostosis  cortical  de 
huesos  largos.  Un  paciente  del  grupo  I tuvo  diarrea 
persistente. 

Se  analizó  histológicamente  el  conducto  arterioso  en  3 
pacientes  y solo  se  encontraron  los  cambios  usuales  presen- 
tes en  los  conductos  arteriosos  que  cierran  espontánea- 
mente. No  se  encontraron  laceraciones,  hemorragias  o 
aneurismas  que  pudiesen  predisponer  a ruptura  del  ducto. 

Concluyen  los  autores  que  la  respuesta  del  ducto  a la 
prostaglandina  E,  persiste  por  varias  semanas.  Los  efectos 
adversos  se  ven  al  principio  de  la  terapia,  están  relaciona- 
dos a la  dosis  y son  reversibles  al  hacer  ajustes  en  la  dosis  de 
prostaglandina.  Los  cambios  óseos  aparecen  luego  de  la 
tercera  semana  de  terapia  y también  son  reversibles.  El 
estudio  revela  que  el  uso  prolongado  de  infusiones  de  pros- 
taglandina E,,  en  aquellos  casos  que  se  desee  posponer  la 
cirugía  en  infantes  críticamente  enfermos,  puede  resultar 
ventajoso  y no  predispone  a la  ruptura  del  ducto.  Los 
cambios  que  aparecen  son  de  fácil  manejo  o reversibles  al 
decontinuar  el  fármaco. 

Rafael  Villavicencio,  MD,  FACC 


DECREASE  IN  AIRWAY  PRESSURE  DURING 
HIGH  FREQUENCY  JET  VENTILATION  IN 
INFANTS  WITH  RESPIRATORY  DISTRESS 
SYNDROME.  Carlo,  WA,  Chatburn  RL,  Martin  L, 
et  al.  J Pediatr  1984;  104:101-107 

Carlo  y sus  colaboradores  del  “Rainbow  Babies  and 
Childrens  Hospital”  de  Cleveland  estudiaron  12  neonatos  a 
pretérmino  midiéndole  los  hemogases  y las  presiones  de  las 
aerovías  durante  tres  períodos:  el  primero  usando  ventila- 
ción mecánica  convencional;  el  segundo  con  ventilación  a 
chorro  de  alta  frecuencia  y el  tercer  período  volviendo  a la 
ventilación  convencional.  Encontraron  que  el  método  de 
ventilación  con  altas  frecuencias  permitió  mantener  o mejo- 
rar la  oxigenación  con  menores  volúmenes  y presiones  más 
bajas.  A estos  resultados  favorables  Behrman  le  introduce 
una  nota  de  cautela  en  un  comentario  (J  Pediatr  104: 
83-84).  Señala  que  se  necesitan  más  estudios  a largo  plazo  y 
más  fondos  para  realizarlos. 

José  E.  Sifontes,  M.D.,  FAAP 


EFFICACY  OF  TONSILLECTOMY  FOR 
RECURRENT  THROAT  INFECTION  IN  SEVERELY 
AFFECTED  CHILDREN:  RESULTS  OF  PARALLEL 
RANDOMIZED  AND  NONRANDOMIZED 
CLINICAL  TRIALS.  Paradise  JL,  Bluestone  CD, 
Bachman  RZ,  et  al.  New  Eng.  J Med  1984;  310:674-683. 

Este  es  uno  de  los  estudios  más  importantes  y mejor 
realizados  hasta  la  fecha  sobre  la  amigdalectomía.  Se  selec- 
cionaron entre  1971  y 1982  niños  con  evidencia  de  infeccio- 
nes moderadas  o severas  de  las  amígdalas  y recurrentes  (por 
lo  menos  7 en  el  año  previo).  Se  incluyeron  en  el  estudio  1 87 
niños  que  se  consideraron  severamente  afectados  por  infec- 
ciones recurrentes  de  las  amígdalas  causadas  o probable- 
mente causadas  por  estreptococos.  Se  dividieron  en  grupos 
que  aceptaron  ser  asignados  al  azar  a ser  operados  o servir 
como  casos  testigos  y grupos  que  rehusaron  participar  en 
esta  forma  y escogieron  tratamiento  médico  o la  operación. 
En  ambos  grupos  alrededor  de  la  mitad  fueron  operados. 
La  observación  ulterior  se  hizo  durante  los  tres  años  des- 
pués de  la  operación  o decisión  de  no  operar.  Se  encontró 
una  disminución  significativa  estadísticamente  de  los  episo- 
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dios  de  amigdalitis  en  los  operados  durante  el  primer  año 
posoperatorio.  Los  episodios  en  los  operados  fueron  47 
versus  108  en  los  testigos.  En  el  segundo  año  la  diferencia 
no  fue  tan  notable:  hubo  50  episodios  en  los  operados  y 77 
en  los  testigos.  En  el  tercer  año,  la  diferencia  no  fue  estadís- 
ticamente significativa  entre  los  operados  y los  testigos.  Los 
autores  concluyeron  que  la  operación  podría  estar  justifi- 
cada en  los  niños  que  llenan  los  criterios  que  ellos  estable- 
cieron para  el  estudio,  pero  que  dado  el  hecho  de  que  en  un 
período  de  11  años,  solamente  encontraron  187  candidatos, 
deben  ser  muy  pocos  los  niños  en  los  que  estaría  indicada  la 
operación.  Añaden  que  los  resultados  del  estudio  también 
apoyan  el  tratamiento  médico  conservador  y que  cada  caso 
debe  ser  “individualizado”. 

José  E.  Sifontes,  MD,  FAAP 

BACK  ACHE  IN  PREGNANCY  II:  PROPHYLACTIC 
INFLUENCE  OF  BACK  CARE  CLASSES.  Mantle  MJ, 
Holmes  J,  Currey  HLF.  Rheumatology  & Rehabilitation 
1983,  20:227-232. 

Este  artículo  presenta  un  estudio  llevado  a cabo  en 
London  Hospital,  London  que  prosigue  a un  estudio  ante- 
rior sobre  dolor  de  espalda  en  el  embarazo  (Mantle  et.  al. 
1977).  El  propósito  era  probar  si  el  cuidado  de  la  espalda 
comenzando  temprano  en  el  embarazo  reducía  la  inciden- 
cia de  dolor  de  espalda,  puesto  que  en  el  primer  estudio,  las 
clases  antenatales,  si  influenciaban  en  algo  al  dolor  de 
espalda,  se  ofrecían  en  el  3er  trimestre  de  embarazo  y no 
había  un  efecto  profiláctico  significativo.  Por  lo  tanto,  se 
escogió  un  grupo  de  mujeres  primíparas  tan  temprano  en 
su  embarazo  como  fue  posible  y se  les  aconsejó  sobre  el 
cuidado  de  la  espalda,  proporcionándole  unas  clases. 

Los  resultados  indicaron  una  reducción  real  en  el  dolor 
de  espalda.  Las  instrucciones  deben  proveerse  tan  tem- 
prano como  posible  en  el  embarazo.  Acordaron  que  las 
instrucciones  efectivas  son  aquellas  discusiones  personales 
en  grupos  pequeños.  También  se  propone  la  creación  de  un 
folleto  sobre  cuidado  de  espalda  para  proveerlo  temprano 
en  el  embarazo. 

Mabel  Gabán,  M.D. 

DOLOR  DE  ESPALDA  BAJO  EN  EL  ATLETA  POR 
DAÑO  ESPONDILOGENICO  DURANTE  RECREA- 
CION O COMPETENCIA.  Keene  JS;  Postgrad  Med 
1983,  74:209-217. 

Este  artículo  describe  las  causas  espondilogénicas  que 
pueden  producir  dolor  en  la  espalda  baja  siendo  las  más 
comunes  en  los  atletas.  Se  mencionan  las  anormalidades 
mecánicas  tales  como:  la  extensión  excesiva  de  músculos 
(strain),  espinas  que  se  be.san  (ki.ssing  spines)  y diferencias 
en  el  largo  de  las  extremidades  inferiores.  Otras  causas  que 
pueden  ser  más  incapacitantes  y por  eso  deben  ser  diagnos- 
ticadas son:  lesiones  del  disco  intervertebral  y fracturas  de 
las  vértebras  y elementos  posteriores.  En  este  último  grupo 
existen  lesiones  como  la  enfermedad  de  Schevermann’s  en 
nadadores  adolescentes  conocida  como  espalda  de  nada- 


dor, así  como  fracturas  del  cuerpo  vertebral  por  compre- 
sión, que  puede  ocurrir  en  clavadistas  y gimnastas.  Puede 
ocurrir  fracturas  del  “pass  interarticularis”  (espondilolisis) 
que  puede  ser  más  el  resultado  de  un  trauma  repetitivo  que 
de  un  trauma  agudo. 

El  artículo  nos  da  una  idea  o guía  para  abordar  el 
problema  diagnóstico  de  un  dolor  bajo  en  la  espalda  de  un 
atleta.  Esto  es  esencial,  pues  muchas  lesiones  de  espalda 
pueden  ser  incapacitantes  si  no  se  tratan  adecuadamente. 

Luis  Gerena,  M.D. 


CENTERS  FOR  DISEASE  CONTROL  VARICELLA- 
ZOSTER  IMMUNE  GLOBULIN  DISTRIBUHON  - 
UNITED  STATES  AND  OTHER  COUNTRIES, 
1981-1983.  Morbidity  and  Mortality  Weekly  Report 
(MMWR)  1984;  33:81-84. 


CENTERS  FOR  DISEASE  CONTROL 
RECOMMENDATIONS  OF  THE  IMMUNIZATION 
PRACTICES  ADVISORY  COMMITTEE  (ACIP) 
VARICELLA-ZOSTER  IMMUNE  GLOBULIN  FOR 
THE  PREVENTION  OF  CHICKENPOX.  MMWR 
1984;  33:84-90,  95-100. 


Los  Centros  de  Control  de  Enfermedades  (“Centers  for 
Disease  Control  - CDC”)  han  publicado  las  primeras  reco- 
mendaciones que  emite  el  Comité  consultor  sobre  prácticas 
de  inmunización  en  referencia  a la  inmunoglobulina  contra 
el  virus  de  varicela-zoster  (“varicella-zoster  inmune  globu- 
lin - VZIG”).  Este  producto  inmunobiológico  se  distribuyó 
originalmente  bajo  requisitos  muy  estrictos,  por  su  escasez 
y por  considerarse  un  medicamento  experimental.  Ahora  se 
produce  en  mayores  cantidades  y su  distribución  (por  la 
Cruz  Roja  Americana)  está  autorizada  desde  1981. 

El  propósito  de  administrar  VZIG  es  evitar  o modificar 
la  infección  de  varicelas  en  pacientes  inmunosuprimidos  o a 
alto  riesgo  de  complicaciones  (embarazadas  y recién  naci- 
dos. Su  dosis  es  125  unidades  (un  frasco)  porcada  10  kilos 
(22  libras)  de  peso,  y se  administra  por  inyección  intramus- 
cular exclusivamente.  Su  costo  es  $75  por  frasco  y lo  distri- 
buye el  Servicio  de  Sangre  de  la  Cruz  Roja  Americana, 
Capítulo  de  Puerto  Rico  (759-7979). 

Por  el  costo  del  producto,  y porque  su  producción  sigue 
siendo  limitada,  CDC  recomienda  que  se  evalúe  con  cui- 
dado el  candidato  a tratamiento,  las  circunstancias  de  la 
exposición  y la  rapidez  con  que  se  puede  conseguir  el  VZIG 
antes  de  recetar  el  medicamento.  El  artículo  dá  criterios 
específicos  para  cada  uno  de  estos  puntos  decisionales.  Las 
recomendaciones  hacen  énfasis  en  que  se  desconoce  la  efec- 
tividad de  VZIG  en  la  prevención  del  síndrome  de  varicelas 
congénitas.  Por  lo  tanto,  la  recomendación  del  uso  de 
VZIG  en  embarazadas  es  para  prevenir  las  complicaciones 
de  varicelas  en  un  adulto  susceptible,  no  para  prevenir 
infección  intrauterina. 

José  G.  Rigau  Pérez,  M.D.  FAAP 
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PRACTICA  ACTUAL  CON  “CHYMOPAPAIN” 
PARA  EL  TRATAMIENTO  DE  NUCLEO 
PULPOSO  HERNIADO:  Dabezeis  E,  Beck  C, 

Shoji  H.  Orthopedics,  1983;  6:1621-1623. 

La  técnica  de  “Chemonucleolysis”  para  el  tratamiento 
de  discos  lumbares  herniados  en  la  cual  se  utiliza  la 
“chymopapain”,  se  está  llevando  a cabo  oficialmente  en 
los  Estados  Unidos.  Los  candidatos  para  esta  nueva 
modalidad  de  tratamiento  deben  ser  pacientes  con  discos 
vírgenes  que  no  han  respondido  a tratamientos  no 
quirúrgicos  en  8 ó 12  semanas,  y que  tienen  hallazgos 
clínicos,  confirmados  por  mielogramas  o CT  Sean  de 
herniación  a un  nivel.  También  se  debe  tomar  en 
consideración  la  estabilidad  emocional  del  paciente. 
Resulta  de  considerable  valor  el  uso  de  la  discografía  en  el 
estudio  de  discos  herniados  ya  que  ésta  puede  darnos 
detalles  de  una  protuberancia  posterior  que  no  sería 
posible  encontrar  en  el  mielograma  o CT  Sean.  La 
“chemonucleolysis”  se  puede  llevar  a cabo  en  el  salón  de 
procedimientos  especiales  de  Rayos  X o en  una  sala  de 
operaciones.  Una  aguja  espinal  # 1 8 se  coloca  en  el  centro 
del  disco.  No  se  debe  inyectar  chimopapain  transdural 
debido  a la  toxicidad  de  esta  droga.  El  procedimiento  se 
puede  llevar  a cabo  bajo  anestesia  general  o local.  En  la 
premedicación,  los  autores  le  añaden  Dexamethasona, 
Diphenhydramina  y Cimetidina  (Tagamet)  para  evitar 
reacciones  anafilácticas.  De  400  casos  que  ellos  han 
tratado,  aún  no  han  tenido  reacciones  alérgicas.  La 
“chemonucleolysis”  compara  favorablemente  con  la 
laminectomía  (71%  de  bueno  a escelente  vs.  63%  de 
bueno  a excelente).  Usualmente,  los  pacientes  se  alivian 
del  dolor  a las  24  horas.  En  algunos  casos,  el  dolor  puede 
persistir  por  varias  semanas.  En  conclusión,  el  uso  de  la 
enzima  proteolítica  “chymopapain”  con  terapia  intra- 
discal  de  discos  lumbares  herniados  actualmente  es  una 
modalidad  aprobada  que  debe  tomarse  en  consideración. 

Oscar  Arroyo,  M.D. 

ANTERIOR  INTEROSSEOUS  NERVE  SYNDROME: 

UNUSUAL  ETIOLOGIES.  Saeed  MA,  Gatens  PF. 

Arch  Phys  Med  Rehabil  1983;  64:182. 

El  nervio  interóseo  anterior  es  un  nervio  puramente 
motor  que  inerva  los  músculos  flexores  del  pulgar  y flexor 
profundo  de  los  dedos  índice  y del  tercer  dedo  y el  pronador 
cuadrado.  El  síndrome  del  nervio  interóseo  anterior  se 
caracteriza  por  debilidad  al  flexionar  la  falange  distal  del 
pulgar,  del  dedo  índice  y a veces  del  tercer  dedo,  y además 
debilidad  en  pronación  con  el  codo  en  flexión.  Usualmente 
el  síntoma  más  temprano  es  dolor  en  el  antebrazo  y en  el 
codo  seguido  por  debilidad  de  los  músculos  correspondien- 
tes. La  neuropatía  del  nervio  interóseo  anterior  es  poco 
común  y está  frecuentemente  a.sociado  a trauma  local  por 
laceración,  herida  penetrante,  fractura  o contusión.  En  este 
artículo  se  reportan  dos  casos  de  síndrome  que  se  desarro- 
llaron de  etiologías  no  usuales.  El  primer  paciente  desarro- 
lló el  síndrome  luego  de  alguna  dificultad  al  extraerle 


sangre  de  la  vena  cubital.  El  segundo  paciente  desarrolló 
los  síntomas  luego  de  una  cirugía  de  desvío  vascular  y de 
haber  sido  inyectado  en  la  vena  cubital.  El  diagnóstico  del 
síndrome  se  puede  hacer  clínicamente  por  la  presencia  de 
debilidad  muscular  en  ausencia  de  déficit  sensorial.  Estu- 
dios de  electrodiagnóstico  son  de  utilidad  en  la  confirma- 
ción del  diagnóstico  y para  predicción.  El  nervio  interóseo 
anterior  es  vulnerable  a tracción  y a compresión  2 a 3 cm. 
por  debajo  del  codo,  donde  pasa  a través  de  tejido  conec- 
tivo que  se  origina  del  pronador  redondo. 

Josefina  Padro  Ramírez,  M.D. 

Sabías  que  el 

CENTRO  DE  INFORMACION 
DE  MEDICAMENTOS 
te  puede  proveer 
información  sobre: 

DOSIS  • REACCIONES  ADVERSAS  • USO 
EFECTOS  SECUNDARIOS 
CONTRAINDICACIONES  • IDENTIFICACION 
METABOLISMO*  DROGAS  EN  INVESTIGACION 
PRODUCTOS  NUEVOS  • PRODUCTOS  O T C 
TOXICIDAS  • ENVENENAMIENTOS  Y 
TRATAMIENTOS 


Comunícate  con  nuestros  teléfonos 
763-0196  — 753-4849 

SERVICIO;  Lunes  - Viernes  7.30  AM  a 7:00  PM 
LOCALIZACION;  5to.  piso.  Biblioteca  Recinto 
Ciencias  Médicas 


CENTRO  DE  INFORMACION  DE  MEDICAMENTOS 
COLEGIO  DE  FARMACIA 
RECINTO  DE  CIENCIAS  MEDICAS 
GPO  BOX  5067 

SAN  JUAN,  PUERTO  RICO  00936 


Un  servicio  a todos  los 
profesionales  que  integran  el 
equipo  de  la  salud. 
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SOCIOS  NUEVOS 


ACTIVOS 

Carríos  Ríos,  Carlos,  MD  - Escuela  de  Medicina  de 
Santiago  de  Compostela,  España,  1977.  Ejerce  en 
Yabucoa. 

Dávila  López,  Juan  A.,  MD  - Escuela  de  Medicina,  San 
Juan  Bautista,  Puerto  Rico,  1980,  Medicina  Interna. 
Ejerce  en  Guayama. 

Figueroa  Maldonado,  Eduardo,  MD  - Escuela  de  Medicina 
de  la  Universidad  de  Puerto  Rico,  1976,  Radiología. 
Ejerce  en  Mayagüez. 

García  Lebrón,  Migdalía,  MD  - Escuela  de  Medicina 
Universidad  Complutense  de  Madrid,  1979,  Medicina 
General.  Ejerce  en  Río  Piedras. 

González  Rivera,  Eduardo  L.,  MD  - Escuela  de  Medicina 
de  San  Pedro  de  Macorís,  República  Dominicana,  1977, 
Anestesiología.  Ejerce  en  Guayama. 

Hernández  Cott,  Luís  R.,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Puerto  Rico,  1976,  Oftalmología.  Ejerce 
en  Bayamón. 

Martínez  Martínez,  Evelyn,  MD  - Escuela  de  Medicina, 
Universidad  Central  del  Este  República  Dominicana, 
1977,  Pediatría.  Ejerce  en  Arecibo. 

Méndez  Rodríguez,  Fabián,  MD  - Escuela  de  Medicina 
Facultad  Médica  Sevilla,  España,  1976.  Ejerce  en  Añasco. 

Nazario  Cintrón,  Efraín,  MD  - Escuela  de  Medicina  de 
Santiago  de  Compostela,  España,  Cirugía.  Ejerce  en 
Guayama. 

Pérez  Muñoz,  Ibzán,  MD  - Escuela  de  Medicina 
Universidad  de  Granada,  España,  1979,  Medicina 
General.  Ejerce  en  Isabela. 

Pérez  Torrado,  Pablo  O.,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Granada,  España,  1976,  Cirugía.  Ejerce 
en  Arecibo. 

Quintana  Peña,  Julio  C.,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  la  Habana,  1953,  Anestesiología.  Ejerce 
en  Aguadilla. 

Ramírez  Ortiz,  Alvin  Ellery,  MD  - Escuela  de  Medicina  de 
la  Universidad  Central  del  Este,  República  Dominicana, 
1977,  Anestesiología.  Ejerce  en  Guaynabo. 

Rodríguez  Delgado^  José  Rigoberto,  MD  - Escuela  de 
Medicina  de  la  Universidad  de  Sevilla,  España,  1974, 
Ortopedia.  Ejerce  en  Bayamón. 


Salamone  Velilla,  Lawrence  F.,  MD  - Escuela  de  Medicina 
de  la  Universidad  de  Puerto  Rico,  1979,  Medicina 
Interna.  Ejerce  en  Chicago,  Illinois. 

Santiago  Fortier,  Aurelio,  MD  - Escuela  de  Medicina  de  la 
Unviersidad  de  Sevilla,  1973,  Pediatría.  Ejerce  en 
Guayama. 

Sostre  Castillo,  Samuel,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Puerto  Rico,  1970,  Medicina  Interna, 
Nuclear.  Ejerce  en  Río  Piedras. 

Tejeda  Mejia,  Carlos  E.,  MD  - Facultad  de  Medicina  de  la 
Universidad  de  Barcelona,  España,  1973,  Pediatría. 
Ejerce  en  Bayamón. 

Vélez  Náter,  Jaime,  MD  - Escuela  de  Medicina  de  San 
Pedro  de  Macorís,  República  Dominicana,  1977,  Aneste- 
siología. Ejerce  en  Guayama. 


INTERNOS-RESIDENTES 

Morales  Otero,  Luis  A.,  MD  - Facultad  de  Medicina  de  la 
Universidad  de  Barcelona,  España,  1976.  Residencia  en 
Cirugía. 

Santiago  Medina,  Santos  Manuel,  MD  - Escuela  de 
Medicina  Universidad  Central  del  Este,  República 
Dominicana,  1977,  Obstetricia  y Ginecología. 

Valdés,  Maritza  A.,  MD  - Escuela  de  Medicina 
Universidad  de  Cayey,  1981 . Residencia  en  Anestesiología. 

Vélez  Ramírez,  Lourdes,  MD  - Escuela  de  Medicina  San 
Juan  Bautista  Hato  Rey,  1983.  Internado  en  Fajardo. 


REINGRESOS 

González  Navedo,  Antonio,  MD  - Escuela  de  Medicina 
Universidad  Autónoma  de  Guadalajara,  México,  1978, 
Pediatría.  Ejerce  en  Bayamón. 

Henríquez  Ventura,  Liliana  C.,  MD  - Escuela  de  Medicina 
de  la  Universidad  Autónoma  de  Santo  Domingo,  1966, 
Pediatría.  Ejerce  en  Santurce. 
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THE  ARMY  NEEDS 
PimiCIANS 
PART-TIME. 

The  Army  Reserve  offers  you  an  excellent 
opportunity  to  serve  your  country  as  a physician  and 
a commissioned  officer  in  the  Army  Reserve  Medical 
Corps.  Your  time  commitment  is  flexible,  so  it  can  fit 
into  your  busy  schedule.  You  will  work  on  medical 
projects  right  in  your  community.  In  return,  you  will 
complement  your  career  by  working  and  consulting 
with  top  physicians  during  monthly  Reserve  meetings 
and  medical  conferences.  You  will  enjoy  the  benefits 
of  officer  status,  including  a non-contributory  retirement 
annuity  when  you  retire  from  the  Army  Reserve, 
as  well  as  funded  continuing  medical  education  pro' 
grams.  A small  investment  of  your  time  is  all  it  takes 
to  make  a valuable  medical  contribution  to  your  com' 
munity  and  country.  For  more  information,  simply 
call  the  number  below. 

ARMVRESERVL 
BE  ALLVOU  CAN  BE. 

MAJ  Gerald  C.  Knoll,  MSC 
HQ,  US  Army  Forces  Command 
Attn:  USAR  AMEDD  Procurement 
Ft.  McPherson,  GA  30330 
(404)  752-2376/3105 


CARTAS 

AL 

EDITOR 


DIAGNOSTICO  DE  GASTRITIS  BILIAR 


Me  dirijo  a usted  con  referencia  al  artículo  sobre  “Bile 
Reñux  Demonstrated  by  99m  Te  Disofenin”  publicado 
en  el  Boletín  de  la  Asociación  Médica,  edición  de  marzo 
1984. 

Creo  que  el  diagnóstico  de  gastritis  por  bilis  no  se 
puede  basar  en  el  estudio  mencionado,  ya  que  en  toda 
gastrectomía  tipo  Bilroth  II  la  anastomosis  de  estómago  y 
yeyuno  conlleva  que  la  bilis  pasa  por  la  gastroyeyunostomía 
y no  se  puede  evitar  que  entre  al  remanente  gástrico. 

Afortunadamente  ocurren  muy  pocos  casos  de 
gastritis  debido  a este  cambio  anátomico  que  conlleva 
este  tipo  de  operación. 

Alfred  L.  Axtmayer,  M.D.,  F.A.C.S. 


IMPORTANCIA  DE  ILUSTRACION 
DE  ESPECIMENES  PATOLOGICOS 


Permítame  mediante  estas  líneas  felicitarle  por  su 
excelente  laborde  elevar  la  calidad  del  Boletín  a un  nivel  a 
la  par  de  cualquier  publicación  de  otras  sociedades 
médicas  internacionales.  Me  complace  enormemente  ver 
las  fotos  a colores  de  los  especímenes  patológicos  en  los 
artículos  de  repaso  de  la  Dr.  Castillo.  Sin  embargo,  es 
triste  que  muchos  de  los  artículos  que  se  originan  en  los 
departamentos  clínicos,  aunque  describen  la  patología, 
carecen  de  o contienen  muy  pobres  ilustraciones.  Sería  de 
beneficio  para  el  Boletín  y sus  lectores  el  que  esta 
deficiencia  se  pudiera  remediar. 

Manuel  A.  Marcial,  M.D. 

Research  Fellow  in  Pathology 
Brigham  and  Woman’s  Hospital 
and  Harvard  Medical  School 


MEDICOS  QUE  HABLEN  IDIOMAS 
EXTRANJEROS 


Nuestra  compañía.  Agencias  Soler,  representa  en 
Puerto  Rico  a Europ  Assistance,  firma  francesa  con 
oficinas  en  todo  el  mundo  y quien  asegura  a los  turistas 
europeos  cuando  viajan  a otros  países. 

Además  de  los  riesgos  comunes  cubiertos  por  otros 
seguros  de  viaje  tales  como  muerte  por  accidente, 
desmembramiento,  hospitalización  y pérdida  de  equipaje; 
esta  compañía  ofrece  a sus  asegurados  consultas  médicas 
por  facultativos  que  hablen  su  idioma,  repatriación  por 
ambulancia  aérea  y gastos  fúnebres.  A tal  efecto  nos 
gustaría  saber  cuales  de  sus  distinguidos  asociados  hablan 
idiomas  extranjeros  especialmente  francés,  alemán, 
italiano  y las  lenguas  escandinavas,  y si  tienen  práctica 
general  o especialidad,  para  de  este  modo  poderles  referir 
turistas  europeos  que  necesiten  servicios  médicos  durante 
su  estadía  en  Puerto  Rico. 

Le  agradecemos  por  anticipado  su  bondadosa 
atención  a nuestra  solicitud  y quedamos. 

Cordialmente. 

E.  Iván  Soler 

Presidente,  Agencias  Soler 
725-0960 
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foods 


What  can  you  do  for 
hypertensives  like  Laura  K? 


Worsening 

Controlled  at  last  visit 
but  now  her  diastolic 
reads  101  mmHg... 
age  64. 


Noncompliant 

Frequently  misses  one 
or  more  of  her  three 
daily  pills. 


Lives  alone 

Doesn’t  cook 
much  “from 
scratch.”  Eats 
mostly  processed 


Patient  description  is  a hypothetical 
composite  based  on  clinical 
experience  and  evaluation  of  data. 


Depressed 

Sleeps  badly  and 
sometimes  has  bad 
dreams. 


Rely  on  one-tablet-a-day 
dosage  and  cardioselectivhy.' 

“Real  life”  efficacy 

Laura  K represents  5,335  women  between  56  and  70 
treated  effectively  in  the  28-day  TENORMIN  evaluation 
of  39,745  hypertensives  of  all  types.  The  setting  for  the 
evaluation  was  real  life— the  daily  practices  of  9,500 
U.S.  physicians.' 

Worldwide  success 

The  successful  U.S.  evaluation  came  after  the  efficacy 
and  safety  of  TENORMIN  had  already  been  established 
worldwide  by  hundreds  of  published  clinical  studies 
and  more  than  2 million  patient-years  of  experience. 

When  the  U.S.  postmarketing  surveillance  data 
were  analyzed  for  variables  such  as  sex,  age,  race,  and 
weight,  a large  majority  of  patients  in  each  group 
achieved  satisfactory  blood  pressure  control.' 

Of  all  controlled  cases,  an  impressive  95% 
reported  feeling  well,  an  important  consideration  in 
hypertension  management.^ 

Few  CNS  effects 

Little  or  no  depression,  hallucinations,  or  sleep  distur- 
bances such  as  insomnia  or  nightmares  have  been 
reported  with  TENORMIN— making  it  an  excellent 
choice  for  patients  like  Laura  K,  who  may  experience 
CNS  effects  with  other  antihypertensive  agents. 

*Cardioselectivity  denotes  a relative  prefer- 
ence for  receptors,  located  chiefly  in  car- 
diac tissue.  This  preference  is  not  absolute. 


For  Laura  K...and  virtually 
all  your  hypertensive  patients 


(arenolol) 


A simple  regimen  for 
compliance 

The  simple  one-tablet-a-day  regimen 
coupled  with  a low  incidence  of  side 
effects^  with  TENORMIN  provided  an 
excellent  degree  of  compliance.  Only 
15%  of  the  patients  in  the  evaluation 
reported  adverse  reactions  of  any  kind, 
and  only  7.5%  discontinued  therapy.' 


lee  following  page  for  brief  summary 
if  prescribing  information. 


STUART  PHARMACEUTICALS 


T€K0RMIN 


For  Laura  K... 


(atenolol) 


and  virtually 
all  your 
hypertensive 
patients 


TENORMIN”  (atenolol) 

A beta, -selective  blocking  agent  for  hypertension 

DESCRIPTION;  TENORMIN'  (atenolol),  a synthetic,  beta-i-selective  (cardioselective) 
adrenoreceptor  blocking  agent,  may  be  chemically  described  as  benzeneacetamide, 
4-[2'-hydroxy-3'-[(1-methylethyl)  ammo]  propoxy]-  Atenolol  (tree  base)  has  a molecular  weight  of 
266  It  IS  a relatively  polar  hydrophilic  compound  witha  water  solubility  of  26  5mg/ml  at  37  C and 
a log  partition  coefficient  (octanol /water) of  0 23  It  isfreely  soluble  in  IN  HCI  (300  mg /ml  at25°C) 
and  less  soluble  in  chloroform  (3  mg/ ml  at  25°C). 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS) 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  ol  Cardiac  Faiiure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can.  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic.  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary  artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician's  advice.  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur 

Bronchospaslic  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  ol  its  relative  beta,  seiectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastic  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  beatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  ol  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta, -stimulating  agent  (bronchodllator)  made  available.  It  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  arrd  Major  Surgery;  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  fhis  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  freatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 
TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  lone  (eg,  profound 
bradycardia,  hypolension)  may  be  correcled  wifh  atropine  (f  -2  mg  I V ) 

Diabetes  and  Hypogiycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglycemia, 
but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  fo  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function;  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  obsen/ed  for  evidence  of  hypofension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 
Should  It  be  decided  to  discontihue  therapy  in  patients  receiving  beta  blockers  and  clonidine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  fhe  gradual  withdrawal 
of  clonidine 

Carcinogenesis.  Mutagenesis,  Impairment  of  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  1 8 or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  1 8 months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg  / kg  /day  or  1 50  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mufagenicity  studies  support  this  finding 


Fertility  ot  male  or  female  rafs  (evaluated  at  dose  levels  as  high  as  200  mg/kg/day  or  f 00  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology.  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  ol  vacuo- 
lation  of  epithelial  cells  of  Brunner's  glands  in  fhe  duodenum  of  bolh  male  and  female  dogs  af  all 
lesfed  dose  levels  ol  atenolol  (starting  at  15  mg/kg/day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  ot  hearts  ol  male  rats  at  300  mg  but 
not  150  mg  atenolol/ kg /day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo/fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg/kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg  /kg  or  1 2 5 times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  fustifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Satety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient.  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies).  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  bolh  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
IS  similar,  causal  relationship  is  uncertain 

The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages;  first 
from  the  U S studies  (voluhteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0,5%).  postural  hypotension 
(2%-1%).  leg  pain  (0%-0.5%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (4%-1%),  vertigo  (2%-0.5%). 
Iight-headedness  (l%-0%).  tiredness  (0  6%-0.5%),  fatigue  (3%-1%).  lethargy  (1%-0%).  drowsi- 
ness (0  6%-0%),  depression  (0.6%-0.5%).  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS)  wheeziness  (0%-0%).  dyspnea  (0.6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR,  bradycardia  (3%-0%),  cold  extremities  (12%-5%),  postural  hypotension 
(4%-5%).  leg  pain  {3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (13%-6%).  vertigo  (2%-0.2%), 
Iight-headedness  (3%-0  7%),  tiredness  {26%-13%),  fatigue (6%-5%),  lethargy  (3%-0.7%). 
drowsiness  (2%-0  5%),  depression  (12%-9%).  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS),  wheeziness  (3%-3%),  dyspnea  (6% -4%) 

MISCELI_ANEOUS  There  have  been  reports  of  skin  rashesand/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and.  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  ot  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances. hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other  Reversible  alopecia,  Peyronie's  disease,  erythematous  rash,  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE;  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
tully  observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 
Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  It  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type diuretics,  hydralazine,  prazosin,  and  alpha-methyidopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml  / min  / 1 73  m’  (normal  range  is  1 00-1 50  ml  / min  / 1 73  nf).  therefore,  the 
following  maximum  dosages  are  recommended  lor  patients  with  renal  impairment. 

Atenolol 

Creatinine  Clearance  Elimination  Flalf-life 

(ml  min  • 1 73  m')  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoaled,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  in 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  umt-dose  packages  of  1 00  tab- 
lets Tablets  ol  1 00  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  unit-dose  packages  of  1 00  tablets 

Protect  from  heat,  light,  and  moisture  Store  unit -dose  and  calendar  packages  at  controlled  room 
temperature 

References:  1.  Data  on  file,  Stuart  Pharmaceuticals  2.  Flerman  RL.  Lamdin  E.  Fischetti  JL,  Ko  HK 
Postmarketing  evaluation  of  atenolol  (Tenormin*)  A new  cardioselective  beta-blocker  Curr  Ther 
Res  1 983,  33(1 ) 1 65-1 71  3.  Zacharias  FJ  Comparison  of  the  side  eftects  of  different  beta  blockers 
in  the  treatment  of  hypertension  Primary  Cardiol  1980;  6(suppl  1)  86-89 


STUART  PHARMACEUTICALS 

Division  of  ICI  Americas  Inc. 

Wilmington,  DE  19897 


STR-222e 


aa  AMERICAN  ASSOCIATION 
BB  OF  BLOOD  BANKS 


LONG-AWAITED  NEW  ENGLAND 
JOURNAL  ARTICLE  PUBLISHED 

The  January  12  issue  of  the  New  England  Journal  of 
Medicine  carries  the  long-awaited  article  on  transfusion- 
associated  AIDS  from  the  Centers  for  Disease  Control 
(CDC)  that  has  been  anticipated  by  the  blood  banking 
community  for  several  months  when  word  of  its  accep- 
tance for  publication  was  circulated. 

The  article  refers  to  18  adult  patients  who  had  recived 
transfusions  in  the  past  five  years  and  who  had  come  down 
with  AIDS,  with  investigations  having  been  completed  on 
seven,  three  of  which  are  explored  in  detail.  In  each  of  these 
seven,  a donor  was  identified  who  was  either  from  a high 
risk  group  or  who  had  an  altered  T4/T8  ratio  or  both.  The 
majority  of  the  cases  under  investigation  are  from 
geographic  areas  where  AIDS  is  common  with  a fairly 
even  distribution  between  female  and  male  patients.  The 
median  duration  from  transfusion  to  diagnosis  is 
approximately  two  years  and  most  patients  received  rela- 
tively large  numbers  of  transfusions  (mean  16  donor 
exposures  per  adult  recipient). 

The  January  6,  1984,  issue  of  the  CDC’s  Morbidity  and 
Mortality  Weekly  Report  refers  to  31  adults  under  inves- 
tigation for  possible  transfusion-associated  AIDS. 

An  editorial  on  the  CDC  article  in  the  January  12  issue 
of  the  England  Journal  of  Medicine  was  written  by  Joseph 
R.  Bove,  MD,  professor  of  Laboratory  Medicine  at  Yale 
University  and  blood  bank  director  at  Yale-New  Haven 
Hospital.  Bove  is  chairman  of  the  AABB’s  Committee  on 
Transfusion-Transmitted  Diseases;  however,  the  editorial 
was  written  as  an  individual,  and  not  as  a representative  of 
the  AABB. 

Bove  points  out  that  none  of  the  donors  in  the  CDC 
article  actually  had  AIDS;  that  information  on  the 
recipients  of  the  other  components  is  needed  to  thoroughly 
evaluate  the  CDC  nypotnesis  and  that  “case  controlled 
studies  in  patients  who  receive  similar  numbers  of  transfu- 
sions for  similar  indications  need  to  be  performed  before 
we  can  be  sure  that  the  finding  of  a high  risk  donor  is  not 
due  to  chance  alone”. 


Despite  these  problems,  says  Bove,  “CDC’s  data 
provide  substantial  evidence  that  transfusion-related 
AIDS  does  occur.” 

Bove  encourages  physicians  to  weigh  the  risks  of 
transfusion  against  the  expected  benefit,  while  pointing 
out  the  extremely  low  incidence  of  AIDS  in  transfused 
patients.  On  requests  for  directed  donations,  which  have 
caused  such  a stir  among  blood  bankers  during  the  past 
year,  Bove  writes  that  “wide  application  of  this  approach 
would  have  undesirable  consequences”. 

NEW  AIDS  GROUP  MEETS 

A recently  appointed  AIDS  Working  Group,  part  of 
the  Blood  Disease  and  Resources  of  the  National  Heart, 
Lung  and  Blood  Institute,  met  on  January  6. 

The  purpose  of  the  group,  whose  formation  was 
stimulated  by  Amos  Chernoff,  MD,  director  of  the 
division,  is  to  provide  independent  advice  on  AIDS  and  to 
identify  direction  and  areas  for  investigation.  The  eight- 
member  committee  is  chaired  by  June  Osborne,  MD,  of 
the  University  of  Wisconsin  School  of  Medicine.  Bove  is 
also  a member  of  the  group.  A second  meeting  is 
anticipated  in  early  March. 

The  CDC  will  host  a meeting  in  Atlanta  on  to  which 
members  of  the  blood  banking  organizations  and  federal 
agencies  have  been  invited  to  review  data  in  transfusion- 
associated  AIDS  cases  under  investigation. 

RED  CROSS  REVISES 
DIRECTIVE  TO  INCLUDE  AIDS 
CALL-BACK  OPTION 


The  American  Red  Cross  has  revised  its  blood  service 
directive  to  include  a modification  in  the  AIDS  educational 
piece,  “An  important  message  to  all  blood  donors”.  The 
additional  statement  will  read,  “if  you  donate  blood 
today  and  have  any  additional  questions  or  concerns 
about  whether  your  blood  should  be  used  for  tranfusion, 
please  call  the  blood  center  as  soon  as  possible”. 

The  call-back  concept  is  part  of  the  Joint  Statement 
between  the  AABB,  ARC,  and  the  Council  of  Community 
Blood  Centers,  which  reads  “It  may  be  of  particular 
importance  in  areas  of  a high  incidence  of  AIDS  to  allow 
donors  to  indicated  discreetly,  either  at  the  time  of 
donation  or  following  it,  that  the  donated  blood  not  be 
used  for  transfusion.  The  former  option  can  be 
accomplished,  for  example,  by  handing  a confidential 
form  to  donors  permitting  them  to  indicate  whether  their 
blood  should  be  used  for  transfusion.  Such  a procedure 
has  been  well-received  in  some  blood  centers.  Alternatively, 
donors  may  be  given  information  so  that  they  can 
telephone  after  the  donation  and  request  that  the  blood 
not  be  transfused”. 

While  the  Red  Cross  is  mandating  use  of  a revised 
brochure  effective  February  1,  1984,  the  AABB  and 
CCBC  are  leaving  implementation  of  any  post-donation 
communication  system  up  to  the  individual  blood  banks. 

Says  AABB  president  John  D.  Milam,  MD,  “We  feel 
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that  such  a mechanism  may  be  very  effective  in  some 
areas,  where  it  might  be  of  the  little  value  in  other.  The 
blood  centers  in  each  given  area  are  the  best  judges  of 
whether  or  not  such  a system  would  prove  beneficial”. 


LYMPHADENOPATHY  MAY  BE 
SEPARATE  SYNDROME  RATHER 
THAN  AIDS  PRECURSOR 


A team  of  San  Francisco  physicians  told  the  New 
York  Academy  of  Sciences  that  lymphadenopathy,  long 
believed  to  be  a precursor  to  AIDS,  may  actually  be  a 
different  syndrome  with  its  own  history.  Patients  may 
experience  only  lymph  node  and  glandular  swelling,  and 
never  go  on  to  develop  the  symptoms  of  fullblown  AIDS, 
with  lymphadenopathy  actually  being  the  appropriate 
response  of  overworked  lymph  glands,  researchers  said. 
In  one  study  of  200  homosexual  men  with  lympha- 
denopaty  followed  six  months  to  one  year,  two  (or  one 
percent)  went  on  to  develop  AIDS.  Although  lympha- 
denopathy figures  prominently  in  the  medical  histories  of 
AIDS  patients,  the  reverse  is  not  necessarily  true,  they 
stated.  Although  it  a ppears  that  San  Francisco  men  goon 
to  develop  AIDS  at  a lower  rate  than  men  in  other  cities, 
researchers  are  unclear  as  to  the  reason  for  this 
geographical  difference. 


AMERICAN  COLLEGE 
OE  PHYSICIANS 


HEPATITIS  B VACCINE  RECOMMENDED 
BY  ACP  FOR  HIGH  RISK  PATIENTS 


Persons  at  high  risk  of  contracting  hepatitis  B should 
be  vaccinated,  the  American  College  of  Physicians  (ACP) 
announced  in  a statement  published  in  the  January 
Annals  of  Internal  Medicine. 

Issued  as  a part  of  the  College’s  Clinical  Efficacy 
Assessment  Project  (CEAP),  the  statement  covers  the 
safety,  efficacy  and  cost  of  the  hepatitis  B vaccine  and 
makes  recommendations  for  its  use  in  clinical  practice 
based  on  those  factors. 

Hepatitis  B is  a serious  disease  infecting  more  than 
200,000  Americans  annually.  Of  the  600,000  to  800,000 
carriers  in  the  United  States,  each  year  approximately 
25%  develop  chronic  hepatitis  and  some  4,000  die  of 
cirrhosis.  Those  at  greatest  risk  of  infection  include 
homosexually  active  males;  users  of  injectable,  illicit 
drugs;  institutionalized  mentally  retarded  persons;  and 
health  workers.  The  latter  are  at  particular  risk  due  to 
their  high  degree  of  exposure  to  blood  and  blood  products 
and  to  hepatitis  B patients. 

A safe,  highly  effective,  licensed  vaccine  — which 
consists  of  inactivated  human  hepatitis  B surface  antigen 
(HBsAG)  particles — is  available  for  the  prevention  of 
hepatitis  B disease.  While  the  vaccine  has  been  shown  to 


reduce  infection  by  80%  to  95%  in  high-risk  populations, 
“protection  approaches  100%  for  patients  who  receive 
the  proper  dose  sequence  and  who  develop  the  usual 
antibody  responses”,  according  to  CEAP  Director  J. 
Sanford  Schwartz,  MD.  There  are  at  this  time  no  known 
serious,  immediate  or  long-term  reactions  to  the  vaccine, 
he  stated,  nor  are  there  any  known  cases  of  vaccine- 
transmitted  hepatitis  B disease. 

The  College  stresses  that  health  care  personnel 
working  in  areas  where  hepatitis  B infection  is  highly 
endemic  are  at  high  risk  of  developing  the  disease  and 
should  be  immunized. 

Based  on  present  costs,  screening  to  discover  persons 
susceptible  to  the  disease  is  economical  only  in  popula- 
tion groups  with  an  especially  high  risk  of  disease.  The 
vaccine  if  effective  only  as  a preventive  measure;  once  a 
person  is  exposed  to  the  disease,  the  ACP  recommends 
the  use  of  hepatitis  B immune  globulin,  with  the  vaccine 
as  an  added  measure  for  patients  at  high  risk. 


ACP  RECONSIDERS  STATEMENT  ON 
ERGONOVINE  PROVOCATIVE  TESTING 


The  American  College  of  Physicians  has  reconsidered 
its  March  1981  statement  on  the  performance  of 
ergonovine  provocative  testing  for  coronary  artery 
spasm.  The  revised  recommendation  is  published  in  full  in 
the  January  issue  of  the  Annals  of  Internal  Medicine. 

The  College’s  initial  statement  pronounced  the 
ergonovine  provocative  test  standard  and  efficacious 
when  performed  in  a cardiac  catheterization  laboratory 
on  patients  who  do  not  have  documented  fixed  coronary 
obstructive  lesions  at  angiography.  The  current  statement 
considers  whether  and  under  what  conditions  the  process 
also  may  be  performed  in  a coronary  care  unit  (CCU). 

Review  of  the  issue  was  conducted  uner  the  ACP’s 
Clinical  Efficacy  Assessment  Project  (CEAP),  which 
evaluates  the  effectiveness  of  nonsurgical  medical  tests, 
procedures  and  therapies.  According  to  CEAP  Director 
J.  Sanford  Schwartz,  MD,  engonovine  provocative 
testing  in  an  effective  test  in  the  diagnosis  of  variant 
angina  that  cannot  be  documented  by  noninvasive, 
longterm  ECG  monitoring  or  by  exercise  ECG  testing.  As 
for  the  test’s  performance  in  a coronary  care  unit,  “it 
appears  to  be  safe  in  carefully  selected  patients  treated 
strictly  according  to  a well-tested  protocol”,  he  said. 

The  College  warns  that  except  in  specially  approved 
studies,  the  procedure  should  not  be  performed  in 
patients  with  a previously  positive  test;  with  evidence  of 
ST  changes  during  pain  or  on  exercise;  or  in  those  with 
prolonged  Q-T  interval  or  A-V  block  at  rest,  with  activity; 
or  with  ischemic  pain. 

While  the  ergonovine  provocative  test  is  less  costly 
and  more  convenient  for  the  patient  in  a CCU  than  in  a 
cardiac  catheterization  laboratory,  the  incidence  of  false 
negative  and  false  positive  tests  may  be  increased  in  the 
CCU.  The  decision  whether  and  how  to  perform 
ergonovine  provocative  testing,  the  College  mantains, 
should  be  made  only  after  careful  evaluation  of  the  risk- 
benefit  ratio  for  each  patient. 
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ACP  REVIEWS  DEXAMETHASONE 
SUPPRESSION  TEST  FOR  DEPRESSION 

The  American  College  of  Physicians  announced  that 
the  dexamethasone  suppression  test  (DST)  should  be 
considered  a diagnostic  test  of  unproven  value  in  the 
detection,  diagnosis  and  management  of  mild  to  moderate 
depression  in  outpatients,  pending  further  investigation 
and  evaluation. 

The  recommendation  is  part  of  the  College’s  Clinical 
Efficacy  Assessment  Project  (CEAP),  by  which  the  ACP 
evaluates  the  effectiveness  of  nonsurgical  medical  tests, 
procedures  and  therapies  and  makes  recommendations  on 
their  appropirate  uses.  It  is  published  in  full  in  the  February 
issue  of  the  Annals  of  Internal  Medicine. 

The  dexamethasone  suppression  tests  consists  of  the 
oral  administration  of  a 1 mg  dexamethasone  tablet, 
followed  the  next  day  by  periodic  determinations  of  serum 
cortisol  levels.  Ideally  the  endogenously  depressed 
patient  should  react  by  exhibiting  abnormalyy  elevated 
levels  of  serum  cortisol. 

The  ACP  cautions  that  the  DST  should  be  performed 
only  in  patients  free  of  several  major  underlying  medical 
problems.  The  college  also  notes  that  many  commonly 
prescribed  medications  and  psychiatric  conditions  — such 
as  mania  and  acute  psychosis — may  interfere  with  test 
results. 

Although  it  has  been  reported  that  the  normalization  of 
DST  values  in  a patient  undergoing  tricyclic  antidepressant- 
therapy  can  correspond  with  the  clinical  improvement  of 
depression,  the  ACP  found  the  test  to  have  a low 
sensitivity  for  detecting  depression.  The  College  also 
reports  that  a negative  DST  result  does  not  necessarily 
rule  out  the  diagnosis  of  endogenous  depression. 

Preliminary  test  results  show  that  DST  performance 
in  outpatients  with  mild  to  moderate  depression  is 
significantly  inferior  to  that  in  severely  depressed  patients. 
Due  to  this  very  low  sensitivity,  the  predictive  value  of 
DST  in  detecting  depression  in  outpatients  in  limited,  the 
ACP  says. 

ACP  REVIEWS  APHERESIS  IN  THE 
THERAPY  OF  CHRONIC, 

SEVERE  RHEUMATOID  ARTHRITIS 

Apheresis  for  the  treatment  of  chronic,  severe 
rheumatoid  arthritis  has  not  been  shown  to  be  efficacious, 
according  to  a recommendation  issued  recently  by  the 
Clinical  Efficacy  Assessment  Project  (CEAP)  of  the 
American  College  of  Physicians. 

Rheumatoid  arthritis  affects  approximately  700,000 
people  in  the  United  States.  The  use  of  apheresis  in  the 
therapy  of  rheumatoid  arthritis  is  based  on  the  theory  that 
victims  of  the  disease  have  a disturbance  of  the  immune 
response  that  leads  to  joint  inflammation.  In  apheresis, 
blood  components  such  as  plasma  and  white  blood  cells 
are  separated  out  from  the  patient’s  drawn  blood,  and  the 
remainder  of  the  blood  with  albumin  or  human  donor 
plasma  added  is  retransfused  to  the  patient.  The  procedure 


is  used  in  patients  with  rheumatoid  arthritis  to  remove  the 
immune  complexes  from  the  blood  in  hopes  of  reducing 
the  activity  of  the  disease. 

The  ACP  statement  assesses  the  safety,  efficacy  and 
cost  of  the  use  of  several  types  of  apheresis:  plasmapheresis, 
lymphapheresis,  lymphocytapheresis,  and  leukoplas- 
mapheresis,  named  for  the  blood  component  withdrawn 
in  each  process,  and  cryofiltration. 

A previous  (1980)  statement  by  the  College  on  this 
subject  states  that  “Plasmapheresis  in  the  management  of 
rheumatoid  arthritis  does  not  meet  the  standards  of 
clinical  efficacy.  It  is  a procedure  warranting  extensive 
further  investigation  before  being  accepted.”  The  new 
recommendation  — which  takes  into  account  the  newest 
literature  on  the  subject — reinforces  the  first,  stressing  the 
need  for  further  investigation  in  the  form  of  randomized, 
controlled,  double-blind  studies.  The  one  exception  noted 
in  the  position  paper  concerns  the  rare,  life-threatening 
form  of  rheumatoid  arthritis,  rheumatoid  vasculitis. 
Patients  with  this  disease  may  be  prime  candidates  for  a 
trial  course  of  plasmapheresis.  Randomized  trials  with 
sham  procedures  may  not  be  appropriate  in  these  patients. 

The  recommendation  continues  by  acknowledging  the 
technological  advances  in  apheresis  that  may  increase 
efficacy  and  reduce  cost.  With  these  advances  and  as  new 
clinical  information  becomes  available,  according  to  the 
College,  guidelines  for  the  use  of  apheresis  may  require 
review  and  revision. 
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FATTY  DIET,  NOT  OVER  EATING, 
PRODUCES  BODY  FAT 


If  you  feed  rats  a diet  that  has  about  as  much  fat  in  it  as 
the  average  American  diet,  they  may  or  may  not  overeat. 
But  they  will  most  certainly  become  obese. 

That’s  the  upshot  of  some  research  by  University  of 
Illinois  investigator  Dr.  Lawrence  B.  Oscai,  who  noted 
that  obese  rats  are  particularly  interesting  because  their 
percentages  of  body  fat  fall  within  the  range  of  those  in 
severely  obese  people  who  exhibit  clinical  abnormalities 
such  as  high  blood  pressure. 

Obesity  has  become  a health  problem  of  major  public 
concern,  recognized  as  a contributing  factor  to  diabetes, 
high  blood  pressure,  and  heart  disease.  While  scientists 
don’t  know  what  causes  severe  obesity,  several  factors  are 
thought  to  be  involved,  variables  such  as  genetic  back- 
ground, early  nutritional  experience,  dietary  sugar,  lack  of 
exercise,  brown  adipose  (fat)  tissue  abnormalities,  and 
stress.  But  even  though  these  factors  are  important,  they 
appear  to  play  only  a peripheral  role,  in  terms  of  incidence 
and  severity,  in  the  development  of  the  grossly  overweight 
condition. 
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SNAIL,  CLAM  GIVE  CLUES 
TO  HOW  HUMAN  HEART  WORKS 

A scientist  is  studying  the  multi-chambered  hearts  of 
snails  and  clams  to  find  out  why  they  can  function  with 
practically  no  oxygen  when  the  same  condition  causes 
heart  failure  in  humans. 

Dr.  W.  Ross  Ellington,  a Florida  State  University 
marine  animal  physiologist,  is  obtaining  basic  informa- 
tion about  how  the  muscle  system  — the  heart — works  in 
mollusks. 

“What  I learn  from  these  tiny  animals  can  provide 
useful  insight  into  the  understanding  of  the  metabolism  of 
the  hearts  of  higher  organisms,  including  humans,’  Dr. 
Ellington  said. 

The  research,  funded  by  the  National  Science 
Foundation’s  Regulatory  Biology  Program,  is  possible 
through  the  use  of  a new  scientific  technique  called 
phosphorus  nuclear  magnetic  resonance  (NMR).  This 
technique  permits  researchers  to  study  the  chemical  and 
physical  processes  of  living  organisms  and  cells  which  have 
phosphorus-containing  compounds  without  destroying 
the  tissues. 

The  hearts  of  mollusks  — some  of  which  are  as  small  as 
a quarter  of  an  inch  in  diameter — were  chosen  for  the 
studies  because  they  are  similar  in  basic  functional  design 
to  hearts  of  humans  and  other  mammals.  The  organ  is 
multi-chambered  and  the  blood  flow  is  controlled  by 
valves  between  each  chamber. 


LOW-FAT  DIET  IN  HAMSTERS 
MAY  PREVENT  INFANT  DIABETES 


Researchers  have  discovered  that  a low-fat  diet  in 
infancy  prevents  diabetes  in  a strain  of  Chineses  hamsters 
genetically  programmed  to  develop  the  disease,  thus 
raising  questions  about  the  implications  for  humans. 

Diabetes  appears  to  be  inherited  and  is  characterized 
by  the  inability  to  utilize  food  properly.  If  not  treated, 
diabetes  ultimately  may  cause  blindness  and  complica- 
tions such  as  kidney  failure  leading  to  premature  death. 

“By  maintaining  these  animals  on  a low-fat  diet,  we 
can  postpone  indefinitely  the  onset  of  diabetes,”  reported 
biologist  Mark  A.  Connell  of  The  Upjohn  Company.  “A 
low-fat  regimen  given  to  these  young  hamsters  for  even  a 
short  time  permanently  lessens  the  severity  of  their 
diabetes  and  delays  its  onset,”  according  to  Upjohn 
endocrinologist  George  C.  Gerritsen. 

Dr.  Gerritsen  expressed  hope  that  treatment  of 
humans  might  some  day  improve  as  a result  of  these 
studies.  “Physicians  emphasize  diet  control  as  the  first  step 
in  treating  diabetic  patients,”  he  said.  “But  we’re  talking 
here  about  tratment  of  prediabetics.  Prediabetics  are 
individuals  who  now  are  normal,  but  eventually  will 
develop  the  disease.  We  can’t  test  the  effects  of  diet  on 
prediabetic  humans  because  there  is  presently  no  means 
to  identify  them,  but  I believe  if  there  were  some  way  to 
spot  prediabetic  infants,  a diet  low  in  fat,  with  adequate 


but  limited  calories,  could  be  of  considerable  benefit. 
However,  the  only  human  evidence  we  have  to  suggest 
that  this  could  be  beneficial  comes  from  epidemiological 
data.” 
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COLD  WATER  IMMERSION  AND 
NEAR  DROWNING 


In  April  1921,  the  Ti/itAi/c  struck  an  iceberg  and  sank  in 
32  -degree  water.  Of  the  2,201  passengers  aboard,  1,489 
died  in  just  under  two  hours.  Only  passengers  and  crew  in 
life  boats  survived.  Adequate  life  belts  were  aboard,  so  it 
is  unlikely  many  died  from  an  inability  to  stay  afloat.  In 
1963,  the  Lakonia  sank  near  Madeira  in  63-degree  water. 
Of  200  passengers,  133  died  in  just  under  three  hours. 

Today,  as  a result  of  discoveries  made  only  a few  years 
ago,  many  of  these  victims  may  have  survived.  As  recently 
as  late  January,  a four-year-old  boy,  technically  dead, 
was  brought  back  to  like  after  being  submerged  in  the  icy 
waters  of  Lake  Michigan  for  30  minutes. 

Persons  submerged  in  cold  water  may  go  for  as  long  as 
30  minutes  without  breathing  and  recover  with  no  brain 
damage,  according  to  an  article  appearing  in  the  April 
issue  of  Annals  of  Emergency  Medicine,  the  monthly 
clinical  journal  published  by  the  American  College  of 
Emergency  Physicians  (ACEP). 

“The  body  has  a diving  reflex  that  protects  the  brain 
and  heart  when  the  body  is  suddenly  plunged  uner 
water,”  reports  Thomas  G.  Martin,  MD,  author  of  the 
article.  “In  addition,  cold  temperatures  slow  the 
metabolism  of  the  brain  and  lessen  the  need  for  oxygen. 
Survival  from  prolonged  cold  water  immersion  has 
occurred  most  frequently  in  infants  and  children.  One 
explanation  is  the  diving  reflex  is  thought  to  be  stronger  in 
children.  Cooling  may  occur  more  rapidly  in  children 
because  of  their  relatively  greater  surface  area.  Near 
drowning  in  cold  water  in  comparison  to  warm  may, 
therefore,  be  advantageous  because  of  lowered  metabolic 
rate  and  shunting  of  blood  to  the  heart  and  brain.” 

The  article  states  that  hypothermic  patients  may 
appear  dead  when  they  are  pulled  from  the  water,  yet  still 
may  be  salvageable.  A recent  study  showed  that  19 
percent  of  near  drowned  patients  who  appeared  lifeless 
upon  admission  to  the  emergency  department  recovered 
completely. 
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WANTED 

Board  Certified  physicians  or 
finishing  residents  in  the  following 
specialties  who  desire  an  attractive 
alternative  to  civilian  practice: 

GENERAL  SURGERY 
ORTHOPEDIC  SURGERY 
NEUROSURGERY 
OTOLARYNGOLOGY 
CHILD  PSYCHIATRY 
PEDIATRICS 
MEDICAL  RESEARCH 
DIAGNOSTIC  RADIOLOGY 


Positions  are  available  at  both  Army  teaching  facilities  and 
community  hospitals  throughout  the  Southeastern  United  States. 

Every  Army  physician  is  a commissioned  officer.  The  Army  offers  a 
rewarding  practice  without  the  burdens  of  malpractice  insurance 
premiums  and  other  non-medical  distractions. 

Army  medicine  provides  a reasonable  salary  while  stressing  a good 
clinical  practice.  Some  positions  offer  teaching  appointments  in  an 
affiliated  status  with  nearby  civilian  medical  schools  or  teaching 
programs.  The  Army  might  be  just  the  right  prescription  for  you  and 
your  family. 

To  obtain  more  information  on  eligibility,  salary,  and  fringe  benefits 
write  or  call  collect: 


AMEDD  Personnel  Counselor 
DuPont  Plaza  Office  Building 
Room  711 

300  Biscayne  Boulevard  Way 
Miami,  FL  33131 
(305)  358-6489 


CHILDHOOD  TUBERCULOSIS  PERSISTS 
DESPITE  EFFECTIVE  THERAPY 


Hispanic  children  with  tuberculosis  were  also  recent 
arrivals  from  other  countries,  the  researchers  attribute  the 
reversal  of  the  decline  in  childhood  tuberculosis  to  the 
importation  of  disease  in  children  infected  abroad. 

To  prevent  the  spread  of  imported  tuberculosis,  as  well 
as  of  the  still  substantial  number  of  cases  that  are 
indigenously  acquired,  the  CDC  researchers  recommend 
“the  maintenance  of  adequate  tuberculosis  control  programs 
and  the  appropriate  use  of  isoniazid  preventive  treatment 
in  infected  children.” 


STUDY  FINDS  DRAMATIC  DROP 
IN  CHILDHOOD  CANCER  DEATHS 


Although  effective  treatment  to  prevent  the  deve- 
lopment of  tuberculosis  has  been  available  for  30  years, 
incidence  of  the  disease  among  children  has  failed  to 
decline  since  1976. 

Introduced  in  1952,  the  antibacterial  agent  isoniazid 
has  demonstrated  remarkable  effectiveness,  researchers 
note  in  the  March  9 issue  of  JAMA.  The  drug  prevents 
development  of  the  disease  in  young  children,  potentially 
cures  existing  pulmonary  tuberculosis  in  children  of  all 
ages,  and  stops  spread  of  the  disease  to  other  parts  of  the 
body.  Despite  the  wide  availability  of  this  treatment,  howe- 
ver, incidence  of  tuberculosis  has  remained  stable  since 
1976  among  children  under  15  years,  ending  a previous 
average  decline  of  about  9 percent  per  year  from  1962  to 
1975. 

Reporting  on  her  30-year  study  of  isoniazid  treatment 
at  the  Children’s  Tuberculosis  Clinic,  Houston,  Katharine 
H.K.  Hsu,  MD,  found  only  eight  cases  of  tuberculosis 
development  among  1,882  children  with  evidence  of  infec- 
tion who  received  isoniazid  as  preventive  therapy.  An  addi- 
tional 612  children  with  existing  pulmonary  tuberculosis 
made  an  uneventful  recovery  during  isoniazid  treatment 
and  experienced  no  spread  of  the  disease  to  other  sites  in  the 
body. 

No  child  under  four  years  of  age  treated  with  isoniazid 
prophylaxis  ever  developed  overt  disease,  highlighting  the 
importance  of  early  treatment  in  preventing  serious  compli- 
cations, Hsu  points  out.  Moreover,  no  child  with  existing 
pulmonary  tuberculosis  treated  with  isoniazid  ever  had  a 
recurrence  of  the  disease  during  adolescence.  “The  striking 
absence  of  adolescent  reactivation  strongly  suggests  the 
possibility  of  a permanent  cure,  “Hsu  says. 

Since  the  1975  low  point,  there  has  been  essentially  no 
change  in  the  annual  incidence  of  pulmonary  tuberculosis 
among  children  under  15  years,  report  Kenneth  E.  Powell, 
MD,  and  colleagues  at  the  Centers  for  Disease  Control, 
Atlanta,  in  a related  JAMA  article.  Incidence  continues  to 
decline  among  adults  at  a rate  around  six  percent  annually, 
they  add. 

The  lack  of  change  in  childhood  tuberculosis  incidence 
rates  is  due  to  a disproportionate  number  of  cases  among 
Indochinese  refugee  and  Hispanic  children,  according  to 
the  CDC  researchers.  Because  a large  number  of  the 


The  dramatic  decline  in  cancer  deaths  among  children 
from  1950  through  1979  is  due  almost  entirely  to  improved 
therapy,  a new  federal  study  says. 

Among  children  younger  than  15  years  during  the 
period  1965-1979,  deaths  due  to  Hodgkin’s  disease  fell  80 
percent  compared  to  the  number  expected  at  1950  rates. 
The  decline  was  68  percent  for  kidney  cancer,  50  percent  for 
leukemia  and  bone  sarcoma,  32  percent  for  non-Hodgkin’s 
lymphoma  and  3 1 percent  for  all  other  childhood  cancers. 
These  findings  from  a 30-year  National  Cancer  Institute 
review  of  death  certificate  diagnoses  appears  in  the  March 
23  issue  of  JAMA. 

Data  from  1980  show  that  mortality  rates  from 
Hodgkin’s  disease,  bone  sarcoma,  kidney  cancers,  and 
“other”  cancers  seem  to  have  reached  a plateau,  says  NCI 
epidemiologist  Robert  W.  Miller,  MD.  But  deaths  from 
leukemia  and  non-Hodgkin’s  lymphoma  are  still  declining, 
he  adds. 

“Further  gains  are  to  be  expected  as  work  progresses  in 
fitting  therapy  to  the  individual  tumor,”  Miller  says. 
Methods  include  testing  the  effects  of  anticancer  drugs  on 
tumor  cells  cultured  in  the  laboratory  or  transplanted  into 
animals.  Miller  stresses  the  critical  need  for  continuing 
basic  research  in  molecular  biology  and  pharmacology  to 
provide  clinicians  with  further  ideas  for  more  effective 
cancer  treatments. 


CHILDREN  MAY  HATE  SCHOOL 
BECAUSE  OF  ABUSIVE  TEACHERS 


Some  children  may  hate  school  because  they  are  being 
emotionally  abused  by  their  teachers.  Richard  D.  Krugman, 
MD,  and  Mary  K.  Krugman,  RN,  MA,  of  the  University  of 
Colorado  School  of  Medicine  in  Denver,  describe  marked 
behavior  and  personality  changes  among  17  third  — and 
fourth — grade  children  assigned  to  a new  teacher. 

Writing  in  the  March  Issue  of  the  American  Journal  of 
Diseases  of  Children,  the  researchers  report  that  changes 
were  noticeable  within  two  weeks  of  the  new  assignment. 
Changes  included  excessive  worry  about  school  perform- 
ance, moves  from  positive  to  negative  self-perceptions, 
expressed  hatred  of  school,  and  onset  of  headaches, 
stomach  aches,  nightmares  and  withdrawal. 
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“As  the  weeks  progressed,  the  children’s  symptoms  did 
not  lessen,”  the  researchers  say.  “If  their  behaviors  had 
been  related  solely  to  initial  school  adjustment,  symptoms 
should  have  shown  improvement  over  time.” 

Parents  soon  discovered  that  the  real  problem  was  not 
related  to  the  children’s  ability  to  adjust  but  to  the 
emotionally  abusive  behavior  of  the  teacher.  He  labeled 
students  “stupid,”  or  “dumb”,  screamed  at  students  until 
they  cried,  allowed  some  students  to  harrass  and  be  little 
others,  set  unrealistic  academic  goals  for  the  grade  level, 
threw  homework  at  children,  pinched  or  slapped  them,  or 
pulled  their  ears. 

Initially,  “the  school  administration  took  the  position 
that  the  children  were  functioning  well  academically  and 
that  the  children’s  fears  represented  an  attention-getting 
ploy,”  the  researchers  say.  Finally,  the  teacher  was 
removed  and  symptoms  among  15  of  the  17  children 
disappeared  within  two  weeks.  The  other  two  children 
required  psychiatric  therapy  to  help  rebuild  self-esteem. 

The  researchers  point  out  that  the  children  acted  out 
their  problems  in  the  safe  environments  of  their  homes, 
which  made  many  parents  initially  think  the  source  of  the 
problem  was  at  home.  In  fact,  the  children  were  venting 
emotions  after  struggling  to  be  “well  behaved”  in  the 
oppressive  environment  of  the  school  room. 

“Learning  how  to  handle  successes  and  failures  in  a 
part  of  growing  up,  but  each  child  deserves  to  do  his 
developmental  tasks  in  a safe  environment,  free  of 
emotional  as  well  as  physical  abuse,”  the  researchers  say. 

Their  paper  is  one  of  many  original  studies  in  this 
months  Journal  dedicated  to  the  pioneering  pediatric 
work  of  C.  Henry  Kempe,  MD,  who  was  first  to  identify 
the  “battered-child  syndrome.”  Kempe’s  effort  also 
producing  a safer  smallpox  vaccine,  reforms  in  hospital 
visitation  for  pediatric  patients,  training  improvements  in 
pediatric  education  and  elucidations  of  a variety  of 
metabolic  disorders  and  infectious  diseases. 


DESCRIBE  BRAIN-STEM  DAMAGE  IN  SIDS’ 

The  first  description  of  focal  brain-stem  damage  in 
sudden  infant  death  syndrome  is  noted  by  James  B. 
Atkinson,  MD,  PhD,  of  Vanderbilt  University,  and 
colleagues  in  the  April  issue  of  the  Archives  of  Pathology 
and  Laboratory  Medicine,  they  describe  the  sudden  death 
of  an  8-month-old  infant  with  damage  to  the  “dorsal 
nucleus  of  the  vagus  nerve,”  apparently  caused  by 
ischemia.  The  nerve  cells  that  initiate  and  maintain 
respiration  are  located  in  the  dorsal  motor  nucleus  of  the 
vagus  nerve,  they  point  out,  and  say  “Damage  to  these 
neurons  could  result  in  apnea  and  subsequent  death.” 


IDENTIFY  MARKER  FOR  HEART 
RISK  FACTORS 

Elevated  plasma  triglyceride  levels  may  be  a marker 
for  life-style,  metabolic  or  genetic  factors  that  increase  the 


risk  of  atherosclerotic  heart  disease.  A National  Institutes 
of  Health  Concensus  Development  Conference  report 
makes  that  point  in  the  March  2 issue  of  JAMA.  Levels 
between  250  mg/dL  and  500  Mg/dL  may  be  normal  in 
some  individuals  yet  indicate  increased  risk  in  others  with 
a family  history  of  cardiovascular  disease  or  with  other 
heart  disease  risk  factors.  The  levels  probably  are  not 
involved  in  the  atherogenic  process  itself,  the  report  says. 


RESEARCHERS  OFFERS  SENSIBLE  SALT 
GUIDELINES 

Controversy  surrounding  the  salt  intake  and  hyper- 
tension relationship  can  be  managed  sensibly  by  keeping 
the  message  clear,  says  Norman  M.  Kaplan,  MD,  of  the 
University  if  Texas  Southwestern  Medical  School  in 
Dallas,  writing  in  the  Letters  section  of  a March  issue  of 
JAMA.  “All  persons  should  moderate  their  dietary  sodium 
intake  with  the  aim  of  bringing  it  to  below  100  mEq  per 
day,  about  half  of  our  present  average  consumption,”  he 
says.  The  controversy  concerning  salt  intake  arises 
because  some  people  are  more  “sensitive”  to  salt  than 
others.  Some  can  consume  up  to  400  mEq  per  day  without 
experiencing  an  elevation  in  blood  pressure  while  others 
become  hypertensive  when  their  intake  exceeds  100  mEq 
per  day.  However,  “most  studies  show  little  hypertension 
among  persons  who  consume  less  than  70  mEq  of  sodium 
a day,”  Kaplan  notes.  He  endorses  the  AMA’s  call  for 
sodium  content  labeling  of  all  packaged  foods,  and 
suggests  a general  moderation  of  sodium  intake. 


COCHLEAR  IMPLANTS  GAINING  ACCEPTANCE 

Cochlear  implants  are  finding  increasing  acceptance 
and  application,  says  Josef  M.  Miller,  PhD,  and  Bryan  E. 
Pfingst,  PhD,  of  Seattle’s  University  of  Washington,  in  the 
April  issue  of  Úvt  Archives  of  Otolaryngology.  The  implants 
are  prosthetic  devices  that  assist  patients  who  have  certain 
forms  of  profound  hearing  loss.  The  researchers  point  out 
that  the  devices  were  viewed  with  universal  skepticism  by 
otolaryngologists  only  ten  years  ago.  “Even  a few  years 
ago,  the  therapy  would  have  found  few  supporters,”  they 
say.  “Today  it  finds  many.”  A number  of  questions  remain 
to  be  answered,  including  effectiveness  with  deaf  patients 
who  have  had  little  or  no  experience  with  sound,  but  “use 
of  the  prosthesis  is  gaining  wide  acceptance,”  they 
conclude. 


NEW  BREAST  CANCER  TEST 
CALLED  INVESTIGATIONAL 


Diaphanography  (transillumination  of  the  breast)  is 
called  an  investigational  technique  by  panelists  of  the 
AMA  Diagnostic  and  Therapeutic  Technology  Assessment 
program,  writing  in  the  April  13  issue  of  JAMA.  The 
procedure  indicates  normal  glandular  tissue,  clear  cysts. 
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bloody  cysts,  or  malignant  changes  by  the  various  colors 
that  appear  on  infrared-sensitive  film.  There  is  limited  risk 
to  the  patient  since  ionizing  radiation  is  not  compared 
favorably  with  mammography.  Some  report  comparable 
results,  but  others  say  diaphanography  is  considerably  less 
reliable.  Large-scale  controlled  trials  have  yet  to  be 
reported. 


DRUG  USED  FOR  HERPES 
CONTROLS  SKIN  TUMOR 


A drug  commonly  used  to  control  herpes  simplex  virus 
successfully  cleared  a potentially  fatal  skin  tumor,  leading 
to  a serendipitous  discovery  reported  in  the  March  23  issue 
of  JAMA. 

Lionel  Resnick,  MD,  and  colleagues  from  the  Mount 
Sinai  Medical  Center  in  Miami  Beach  report  on  a single 
case  of  a 58-year-old  woman  suffering  from  mycosis 
fungoides,  a rare  malignant  lymphoma  that  begins  in  the 
skin,  frequently  involves  internal  organs  and  usually  is 
fatal.  Standard  anticancer  drugs  were  the  initial  therapy, 
but  when  herpes  eruptions  appeared,  acyclovir  (the 
antiviral  drug  used  to  control  herpes-like  infections)  was 
administered  intravenously. 

Acyclovir  therapy  resulted  both  in  clearing  of  the 
suspected  herpes  lesions  and  in  regression  of  the  mycosis 
fungoides  skin  tumors,  the  physicians  report.  The  patient 
remained  tumor-free  for  about  eight  weeks.  When  the 
tumors  recurred,  a second  course  of  acyclovir  therapy 
again  resulted  in  regression. 

Their  finding  has  an  important  bearing  on  the 
hypothesis  that  oncogenic  viruses  are  involved  in  the 
development  of  certain  cancers.  The  group  of  viruses 
called  retroviruses  has  been  implicated  in  the  etiology  of 
T-cell  lymphomas,  the  group  to  which  mycosis  fungoides 
belongs,  the  physicians  explain.  Acyclovir  may  interfere 
with  the  reproduction  of  these  viruses  of  inhibiting 
incorporation  of  their  genetic  material  into  the  chro- 
mosomes of  the  host,  they  speculate. 


MINORITY  OF  VIETNAM  VETS 
HAVE  ADJUSTMENT  PROBLEMS 

Although  the  majority  of  Vietnam  veterans  do  not 
believe  the  war  had  a long-term  negative  effect  on  their 
personal  development,  a significant  minority  with  heavy 
combat  experience  have  marked  behavioral  problems, 
according  to  a major  study  in  the  April  issue  of  the 
Archives  of  General  Psychiatry. 

Conducted  by  Thomas  Yager,  PhD,  and  colleagues 
from  the  Center  for  Policy  Research  in  New  York,  the 
study  included  a national  sample  of  1 ,342  men  who  were  of 
military  age  during  the  Vietnam  War.  Interviews  occurred 
6 to  15  years  after  veterans  in  the  sample  had  left  the 
service  and  included  629  nonveterans  and  713  veterans, 
350  of  whom  servefd  in  Vietnam. 

“Veterans  who  were  exposed  to  combat  and  those  who 
took  part  in  atrocities  reported  more  behavioral  and 


emotional  problems  than  did  other  young  men  from 
comparable  social  backgrounds,”  the  researchers  say. 
“Arrests  in  the  years  after  service,  including  those  that  led 
to  conviction,  increased  sharply  with  exposure  to  combat. 
Alcohol  consumption  also  increased  with  combat  expe- 
rience, and  marijuana  and  heroin  use  were  more  prevalent 
among  participants  in  atrocities.” 

Specifically,  veterans  with  heavy  combat  experience 
had  an  arrest  rate  23  perent  higher  and  a conviction  rate  12 
percent  higher  than  others  in  the  study.  The  finding  raises 
the  question  of  whether  combat  stress  led  to  subsequent 
behavior  or  whether  certain  individuals  were  predisposed 
to  violence,  the  researchers  say. 

“We  found  that  draftees  were  less  likely  than  enlistees 
to  take  part  in  abusive  violence,”  they  note.  They  also 
found  that  black  veterans  who  participated  in  atrocities 
experienced  substantially  more  stress  symptoms  and 
psychologic  distress  than  white  veterans.  “Our  tentative 
explanation  that,  having  taken  part  in  abusive  violence, 
whites  suffered  fewer  adverse  emotional  reactions  because 
they  found  it  easier  to  dehumanize  their  victims,  is  a 
plausible  one,”  they  say. 

“More  often  then  their  white  counterparts,  blacks  who 
took  part  in  abusive  violence  questioned  they  validity  of 
the  American  war  effort  and  expressed  sympathetic 
feelings  toward  the  Vietnamese  people,”  the  researchers 
add.  When  asked  about  feelings  in  general  about  the 
Vietnamese,  50  percent  of  black  participants  expressed 
sympathy  while  only  30  percent  of  whites  did. 

Hailing  the  study  in  an  accompanying  editorial, 
Theodore  Van  Putten,  MD,  and  Joel  Yager,  MD,  of 
UCLA  School  of  Medicine,  say,  “The  present  study 
should  put  to  rest  notions  that  Vietnam  combat  veterans, 
on  the  average,  experience  substantive  emotional  distress.” 
They  add  that  most  veterans  with  posttraumatic  stress 
disorder  have  coexisting  psychiatric  disorders  and  say  the 
question  of  whether  stress  triggered  the  disorders  or 
whether  a predisposition  existed  is  what  next  needs 
investigation. 
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COMPLETE 
LADOR/\TORY  , , 
DOCUMENTATION  . . . EXTENSIVE 

CLINICAL  PROOF 


FOR  THE  PREDIQABIUTY 
CONFIRMED  BY  EXPERIENCE 

DÁLAÍAHE® 

flurozepom  HCI/Poche 

THE  COMPLETE  HYPNOTIC 
PROVIDES  ALL  THESE  BENEFITS: 

• Rapid  sleep  onset'^ 

• More  total  sleep  time'  *’ 

• Undiminished  efficacy  for  at  least 
28  consecutive  nights' " 

• Patients  usually  awake  rested  and  refreshed'® 

• Avoids  causing  early  awakenings  or  rebound 
insomnia  after  discontinuation  of  therapy'"®" 


Caution  patients  about  driving,  operating  hazardous  machinery  or  drinking 
alcohol  during  therapy.  Limit  dose  to  15  mg  in  elderly  or  debilitated  patients. 
Contraindicated  during  pregnancy. 
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DALMANE^  (S 

flurazepam  HCI/Roche 

Before  prescribing,  piease  consult  complete 
product  information,  a summary  of  which  follows: 
Indications:  Effective  in  all  fypes  of  insomnia  charac- 
terized by  difficulty  in  falling  asleep,  frequent  nocturnal 
awakenings  and/or  early  morning  awakening;  in 
patients  with  recurring  insomnia  or  poor  sleeping  hab- 
its; in  acute  or  chronic  medical  situations  requiring 
restful  sleep.  Objective  sleep  laboratory  data  have 
shown  effectiveness  for  at  least  28  consecutive  nights 
of  administration.  Since  insomnia  is  often  transient 
and  intermittent,  prolonged  administration  is  generally 
not  necessary  or  recommended.  Repeated  therapy 
should  only  be  undertaken  with  appropriate  patient 
evaluation. 

Contraindications:  Known  hypersensitivity  to  fluraze- 
pam HCI;  pregnancy.  Benzodiazepines  may  cause 
fetal  damage  when  administered  during  pregnancy. 
Several  studies  suggest  an  increased  risk  of  congeni- 
tal malformations  associated  with  benzodiazepine  use 
during  the  first  trimester.  Warn  patients  of  the  potential 
risks  to  the  fetus  should  the  possibility  of  becoming 
pregnant  exist  while  receiving  flurazepam.  Instruct 
patient  to  discontinue  drug  prior  to  becoming  preg- 
nant. Consider  the  possibility  of  pregnancy  prior  to 
instituting  therapy. 

Warnings:  Caution  patients  about  possible  combined 
effects  with  alcohol  and  other  CNS  depressants.  An 
additive  effect  may  occur  if  alcohol  is  consumed  the 
day  following  use  for  nighttime  sedation.  This  potential 
may  exist  for  several  days  following  discontinuation. 
Caution  against  hazardous  occupations  requiring 
complete  mental  alertness  (e.g.,  operating  machinery, 
driving).  Potential  impairment  of  performance  of  such 
activities  may  occur  the  day  following  ingestion.  Not 
recommended  for  use  in  persons  under  15  years  of 
age.  Though  physical  and  psychological  dependence 
have  not  been  reported  on  recommended  doses, 
abrupt  discontinuation  should  be  avoided  with  gradual 
tapering  of  dosage  for  those  patients  on  medication 
for  a prolonged  period  of  time.  Use  caution  in  adminis- 
tering to  addiction-prone  individuals  or  those  who 
might  increase  dosage. 

Precautions:  In  elderly  and  debilitated  patients,  it  is 
recommended  that  the  dosage  be  limited  to  15  mg  to 
reduce  risk  of  oversedation,  dizziness,  confusion  and/ 
or  ataxia.  Consider  potential  additive  effects  with  other 
hypnotics  or  CNS  depressants.  Employ  usual  precau- 
tions in  severely  depressed  patients,  or  in  those  with 
latent  depression  or  suicidal  tendencies,  or  in  those 
with  impaired  renal  or  hepatic  function. 

Adverse  Reactions:  Dizziness,  drowsiness,  light- 
headedness, staggering,  ataxia  and  falling  have 
occurred,  particularly  in  elderly  or  debilitated  patients. 
Severe  sedation,  lethargy,  disorientation  and  coma, 
probably  indicative  of  drug  intolerance  or  overdosage, 
have  been  reported.  Also  reported:  headache,  heart- 
burn, upset  stomach,  nausea,  vomiting,  diarrhea, 
constipation,  Gl  pain,  nervousness,  talkativeness, 
apprehension,  irritability,  weakness,  palpitations,  chest 
pains,  body  and  joint  pains  and  GU  complaints.  There 
have  also  been  rare  occurrences  of  leukopenia,  gran- 
ulocytopenia, sweating,  flushes,  difficulty  in  focusing, 
blurred  vision,  burning  eyes,  faintness,  hypotension, 
shortness  of  breath,  pruritus,  skin  rash,  dry  mouth, 
bitter  taste,  excessive  salivation,  anorexia,  euphoria, 
depression,  slurred  speech,  confusion,  restlessness, 
hallucinations,  and  elevated  SGOT,  SGPT,  total  and 
direct  bilirubins,  and  alkaline  phosphatase;  and  para- 
doxical reactions,  e.g.,  excitement,  stimulation  and 
hyperactivity. 

Dosage:  Individualize  for  maximum  beneficial  effect. 
Adults:  30  mg  usual  dosage;  15  mg  may  suffice  in 
some  patients.  Elderly  or  debilitated  patients:  15  mg 
recommended  initially  until  response  is  determined. 
Supplied:  Capsules  containing  15  mq  or  30  mq 
flurazepam  HCI. 
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PROVEN  IN 
THE  PATIENT'S 
HOME 


DOCUMENTED 
IN  THE  SLEEP 
LABORATORY'^ 
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FOR  A COMPLETE  NIGHT’S  SLEEP 

DÁLMAHE« 

flurozepom  HCI/Poche 

STANDS  APART 


15-MG/30-MG  CAPSULES 
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